(i9)lftJ|ittMBfM«H 

(43) brs^imb 

2005 ^9^1 0 (01.09.2005) 




PCT 



(10) 



BUM 



WO 2005/080377 Al 



(51) m&MlftW& 7 : C07D 401/14, 409/14, 405/14, 417/14, 
471/04, 495/04, 519/00, 215/22, 239/88, 401/12, 405/12, 
413/12, A61K 31/4375, 31/444, A61P 1/04, 1/16 



(21) BIBUM-?: 

(22) mmthMB: 

(25) mmmmomm: 

(26) mf&'&mowm: 



PCT/JP2005/002610 



2005 *F2 R 18 H (18.02.2005) 



(30) 

*#M2004-0453 83 2004 *£2 R20 B (20.02.2004) JP 

(71) U«A(*B*lft<£T(B»£HfcolxT;: Hg$ 
it^tt (KIRIN BEER KABUSHIKI KAISHA) 
[JP/JP]; t 1048288 Kffiffi* * EStJH — T B 1 OS 

1 Tokyo (JP). 

(72) 

(75) %BM^/lhmX f*SlcolNT<D^;: >t7K >t 
(SHIMIZU, Kiyoshi) [JP/JP]; t 3701295 |¥JK!ftiftJ*rfi 

Gunma (JP). >ff 7K #51 (SHIMIZU, Toshiyuki) [JP/JP]; 

t 3701295 mmmitmiti'smn 3 s* mmmm 

g^}S^W3t3frt Gunma (JP). Jl|± ffittt 



(KAWAKAMI, Kazuki) [JP/JP]; t 3701295 i¥JK9KiSi 

drfiglffli 3 Site KM«fl«A*4± 

fiff 1*3 Gunma (JP). € /M& (NAKOJI, Masayoshi) 
[JP/JP]; t 3701295 l¥J*!IIHft«mSJH BT 3 #*6JK« 
*a*SC*a ■KfllSkBFXRf « Gunma (JP). S# J? 
*T (SAKAI, Teruyuki) [JP/JP]; t 3701295 I^JHKiSJft 

m^sfflr 3 s*6 uttxstt a*tt mmmmw&m 

fa Gunma (JP). 

(74) itlA: nlK if <fc , ^(YOSHITAKE, Kenji et al.); T 
1000005 m^lftW-tBBIEACDrtHTg 2f 3^I± 
e;U 3 2 3^ tSfflWBfrSS m^&rJi Tokyo (JP). 

(8i) ji^iifa^&i^sy. ±x<Dmm<omto&mtf 

pTte;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
B W, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) ssh f*sa>£^isy . ±T<Dmm<Dfcmmi 

T^pT^: ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V (AT, BE, 



(54) Title: COMPOUND HAVING TGF- £ INHIBITORY ACTIVITY AND PHARMACEUTICAL COMPOSITION CONTAIN- 
ING SAME 

(54) XHOXgft: TGFi8Ba*Stt**^*ft^*fecfet;*H**^-Cac*E!ll«** 




R \ 1 



(I) 



(II) 



i> 

IT) 
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m m m 

tgf js m&mmrttzit^iszTtttittAj^te&mzim^ 

[oooi] 3km<D%m 

*mwt£, tgf 0 mmfe&^irzfc&mzmirZo ■mt&mw^ tgf # m 

[ooo2] a^ffi 

TGF j3 (Transforming Growth Factor- 0 ) te\ ftHJ&Oif iB-i^Pf Wl£<^ 

[0003] iM»<DiM(&fb», -tn^eisteab^^^tt, mmmm>%ih~r \^ 

^6Z.bi^~h^> 0 

[0004] TGF j3 ^^S«(D#^^^J-LTfi^^#J^fcbTV ttb&tobtlX 

tgf 3 &iEi%tmmz&^i-%bm*?mmz&\^xmmwmz.z>z. 

b&%qtbtlX\^Z> ( International Review of Experimental Pathology . 34B: 43-67, 
1993) o *fc, TGFiS l^r^mi-^h^^v 5 ^^^^, ^fctelE^ft^ OT 
GF)3 l»^(D^A^^V>T^fflj£^m^CD^ili^^^^TV^6 (Proc. Natl. 
Acad. Sci. USA . 92: 2572-2576, 1995; Laboratory Investigation . 74: 991-1003, 



WO 2005/080377 



2 



PCT/JP2005/002610 



1995) 0 

[0005] tgf a mM(DmmitKm\^xi^T(D^t^^^^m^x\^t^^h 

1) TGF j3 }3\ rSM^f^fflLT, -74-7xx%9*f--v ( Journal of Biological Chemistry . 
262: 6443-6446,1987), =^~^r XProc. Natl. Acad. Sci. USA . 85 1105-1108, 
1988). fe^tJ^q^^U^ MTournal of Biological Chemistry . 263: 3039-3045, 

2) TGF j3 tt\ M^SIC^^*tf>3i§^teT£i^^t> K ( Tournalof 
Biological Chemistry . 263: 16999-17005, 1988) . ^BJi&^^S^-ftlB^O^Vfctf ^ 
— (D^^.^^j ^7 fcfJEjjj-S ( Cancer Research . 49: 2553-2553, 1989) „ ^tU^ioT 

3) TGF B f2*fc, 1tofaft£M<DU1&*~^&^^yV^<Dftm$&1to£lk 
, fflJ^BB<P^g<Pjt^^^^^5 ClflUnial of Biological Chemistry . 
263:4586-4592, 1988) Q 

4) TGF 0 tt&fcfcl, *WJ^^&0£^-5fflJ&^#£l§:5 (American Journal 
of Physiology . 264: F199-F205, 1993) 0 

[0006] tgf b fct, wm. jffmu ^m, ti, ^jt^its©^^^^^^^^ 

^K^V^ofc^ft^*5V^-C, TGF B l<DftttfLM&mitoh*l( Nevr Engl. T. Med. . 
331, 1286-1292, 1994\*<Dmm>teMJfaft&W<Dft&kfamirZZb&tobtlX1<^ 

[0007] *fc, f^I, HM^ttW^, If M£S, *fo8M£^ ^^^^^M&^^^w-e 

tgf js ^m^xmcF b m^mmir^m^m^^ii^w-<D^: 

Nature . 346: 371-374, 1990 ; Tournal of the British Thoracic Society. 54:805-812. 
1999; .journal of Immunology . 163: 5693-5699, 1999; Human Gene Therapy . 
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11:33-42, 2000; Proc. Natl. Acad. Sci. USA. , 97: 8015-20, 2000) 0 

[0008] Wz.TG¥ 3 f3\ *5j:tJ?»^J!^^^l^#L-CV^r^^^I^ ) tL-CV^§ 0 

^m/Cit^^*^T*5«9, /VV-^lkWPf m%k<Dm\HWm&^(DTG¥ & l©i 
-^-^^P^^tl/TV ^ ( Clinical and Experimental Pharmacology and Physiology 23: 
193-200, 1996) 0 

mmmtx^ mm^-^m^m^m^mm\^x\ ^m^m^n^r—^ 

^^-CTGFtf KDm^m&mtbhnX$o<9 (American Tournal of Physiology 
146:1140-1149, 1995), #^j*-^m:7 T — S?<DTGF £ l^Lfc!b«^#|^ 

Biochem Biophvs Res Commun. . 169:725-729, 1990) 0 

[0009] £fbCTGF£ M\iumm^hm^--r^t-h^h^x\^ 0 

TGF/3 llcMirZ^ntfifc&^^tim^kXn, TGF p l&mWirZ>~b 

mm&<Dmmymmi&m&mmu mmmm^m^ix-h^tm^fix\^ 0 

Affcftjfcfct, tgfj3 l^OTGFjS 2\z.mr^>^w^iW-^yY^n^'-r^tKX. 

^fMit^tL^^^^o'CV^ (Tournal of Cellular Science 108:985-1002, 1995) Q 

^(Dmmmxtt, ? h^mmm^/^ xxf^yh<D mmm^fMz.^ ^x 

\ TGF j3 ^U^U^X^mWMm^mm^tlX^^ (Cornea 16:177-187, 
1997: An international Journal of gastroenterology & Hepatology 39:172-175. 1996) 

o 

[0010] TGF j3 lfi^fc, JfiJ|^St^r^||-^i-5r^^^I^tbTV>5 0 
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&M<Dtoffllz:ftto^&^k&7fiMt£tlX\/^ (L Sure. Res. . 65:135-138, 1996) c 

f^^Ce^i^^^vrv ^ ( Journal of Clinical Investigation . 92:2569-76,1993 ; Clinical 
Cancer Research 7:2931-2940, 2001; Cancer Res. 59:2210-6, 1999; Journal of 
Clinical Investigation 109:1551-1559, 2002; Journal of Clinical Investigation 
109:1607-1615, 2002) 0 

coon] wmnmn, g#<^s3rr3TGF # i-xvmmmz.shwm^.&mm^. 

±mmxxm^ntim^^M~i, ^<Dmmmm-m^xx^m^m^TGF # 
ttfc&mc£mmt$tittfrt^z.htix\^ 0 ^frih<D^tfah, tgf 0 &mm-r 
%z.ttt, m^^xximmmmMcomm^mx^t^x.bti^ 0 

[0012] £^d7LTGF j3 1 cF^P^Lf*^, Jk^^a^(D#:^iii|iSi^g{i-efe§^^$R^$ 
tVCV^ (Experimental Hematology 26:374-381. 1998) Q 

^ctgf^ ikmwmm(D^ib>^<(DmmcMvxhmmmmim^ 
ir^.t^hnx\^ 0 

Lfc^o-c, tgf # mmn. skmwmm^^<(Dmm<Di$i^-mm^mxh 
z>z.ti)mm£tix\^ 0 

[0013] *mw#bittm, -r^v^mmtk, *;v^mm>w-, ^-■ry'^mm^ ^ 

^^i-^b^^mvfc 0 ^mmm^z>]mmz.m-3<h<Dxhz> 0 
[0014] ^mm<D—D(DmmK^ vc, K^it^mn, tib^ o <o\^m, * 
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>e (I) 

Wb2] 



R 13 




Zf3\ -O-, -N(-R z )-^ -S-*fc»-C(=0)-«L(''-eR z «, ^HC^fc 
tt^giSI©Cl-4r/l^/H£Sr^-r) , 
D\ D 2 . D 3 , d\ X, G, J N L x *5J:I^M« % 3;fcteM&o-Cl^-Ob C£ 

(2) /M^fVjj§r^ ; 

(3) tK^S; 

(4) ^7VK; 

(5) ^hn^ ; 

(6) C1-6T/V^7V^; 

(7) C2-6T/V^r— 

(8) C2-6T/V3c^/vm ; 

(9) Cl-6T/V=3df-^^ ; 
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( 10) C l-QT;V^;V^m ; 

{^r-C. ttf|EO(6)Cl-6T/Vdr/VS, (J)C2-6T/V^;vm. (8)C2-6T/V 

(I) 7km^ 

(II) ^P<?VJj§C^\ 

(III) Cl-4T/V=fdr^S, 

(iv) mmm^-, 

(vi) r^y*(^-e^<DT5y^(Di^ctt2(Z)^K^i^^^, ci-4T/^/^ 

(VII) -NHCONHR^^^-C, R^'^Cl^T/V^/VS^-r), 

(viii) -ocoR VIII ^(r^-eR VIII «, T*/mz.£X>mmsfox^x^^^ Cl- 

(IX) -NSO R K ^(ii-eR K ^ N Cl-4T/V^r/^^i-) 

2 

(11) -NR a R b K; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

{rr~C\ tiffE(ll)-(13)(DS^^, R\ R\ R\ R d , *3J;im 0 fcJ\ 
M&oT^-ObiC ?kfftJj§H\ *fcteCl-4T/V3VV^^U $^>^'(7)C1-4T 

(a) TK^X, 
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(b) ^n^>Jj§H\ 

(c) ci-47;V3^i/S, 

(d) Cl-4T/l^f-/V^ Cl-4T/V=3dr^^ &L<f2^n^>'Igmi:«fc«9«&& 

felt, 

(14) m%\Jh\^< \-±^m^(D3— 9M.co^mn^:& ■, 

(16) ^mvk<Dmftihv< ji^fp^8- 1 2m(Di%mm^mbv< itmmm^m 

(17) -OCOR k S(-^"CR k «^ Cl-4T/V^r/VS^-r) 

(18) -OSO R L S(''^R L ^, Cl-4T/V^/VS^i-) 

2 

{rrr% mm(D (14) mmm^m, asmmm^m, ^xx^dey^m^mm 

m^h\^<itmmn^:&^ (0 00 /m^vij§h\ (m) ^r/S, (iv)-hti 

(v) T^yK(i^-er<DT$y^(Dl^tt2(D7K^J^^-{*, ci-AT^svm^W: 
M^tbX\ ^Xh ^) , (vi) Cl-4771^r/^, ( v ii) C2-47VV^/V^ (viii) C2-4 
TsV^sV^ (ix) Cl-4T;Vnde^S^ (x) C1-4T /V^-;V^-^r^ (xi) -CO-OR f 

*7cfi. (xii) -CO-NR g R h S(r^-C\ R f , R% *5j;U«R h {i. ^ciiMot 
WObiC TKii *fc^Cl-4T/V=3r/VS^i-) ^^g^tvTV^t £V^} 

R 10 ^ 11 , R 11 ^ 12 , R 12 i!R 13 , ^oXXm. 13 tR 14 ti~i^n^:n, •^tL^>^^LTV^ 
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Anyyjg^, (iii) ->77S, Gv)~hnl^ (v) T5/S(rr-Cil©T^S©l*fctt2 
<7)7k5StHiTO, Cl-4T/^/^£g^$tL-CV^t>4;l^ (vi) Cl-477^f-/l^ 
(vii) C2-4T/Vr^/V^ (viii) C 2-4771^^/1^ (ix) C\-AT (x) C 
1-4771^/^2^ (xi) -CO-OR f K. *fcf3\ (xii) -CO-NR g R h ^ (^"C, K\ 
R\ teXTfR* 1 ^ m— tsfcfitSfcoTvvOfe.fcC /ki§M4\ *rt^Cl-4T/V=ar/V 

fcfcU R 2 -R\ *5j;tJ?R 10 -R 14 (D5^, ^X^^T^D 1 , D 2 , D 3 , D\ X, E 

fcfcU d\ d 2 , d 3 , *5J:tJ?D 4 ^^T^*j®^--efc§^^«, 

2)-CO-OR c K, (l3)-CO-NR d R e ^(r(D^^rR d *5j:U ? R e (DV^-ftb^^— 

m$^^Tv^Ttj;v^Cl-4T/^dr/«-efc^), (i4)^i^S, (i5)mm«K( 

II) LtfS&sftGSC^S^U E, G, J*5 J; D?M^^^^u R 10 /^/RitJj§r^£r 
^UR 14 ^BiffB^(6)Cl-6T/Vdr/^ (14) fcmm&M, (15)^^^,* 

[0015] *36w©s»j©— o©«s«^33v^ tuiE^d) i-irm^m^h^tmmir^t 

Ate, S(a)©S^L: 

Ztt, -O-. -N(-R z )-, -S-*/t«-C(=0)-^L(^^-eR z tt, ^M^fc 
D\ D 2 , D 3 , d\ X, E, G, J, L, $5£XfMY£^ m—~£.tcnmt£oX\^Xh£<, C£ 
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(2)/Nnyyjg^; 

(4) -X7V£; 

(5) ^hr2^ ; 

(6) Cl-6T/V=3r/VS; 

(7) C2-6T/Hr^/VS ; 

(8) C2-6T/V^^/VS ; 

(9) Cl-6T/V=<3f->3£ ; 

(10) Cl-6T/Vdr/V^^-^ ; 

{^rT\ lif)fE<D(6)Cl-6T/V3r/^ (7)C2-6T/1^WS, (8)C2-6T/V 

(I) 7K^*, 

(II) ^P^VD^ 

(III) Cl-AT/V^iy^ 

(IV) M§M^\ 

(V) Cl-4T/V3dri/S, tl^te^P^VIim-^g^ 

fete, 

(VI) T^7S(^-e-OT5y^(D1^7ite2(D^K#J^^-te, Cl-4T/Vdr/VS 

^J;<9g^£ivri^-ObJ;<, £ibi^<DCi-4T/i^/i^te, tRIM, 3;f~teci-4T 
/v=3df-^^^g^tb-cv ^-ob£v ^) 

(11) -NR a R b S; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

{rr-e. tfrfB(ii)-(i3)(D^^(D, r\ r\ r\ r\ $o£TfR e n, m—^ftit 
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(a) TK^S, 

(b) ^vupyU^ 

(c) Cl-4T/V=i3c^m, 

(d) Cl-4T/V*c/V^ Cl-4T/V=3df-^, &L<te^n^V]SH4£j;«9M&$ 

(14) |&M>L< te^ftJ<£)3-9M<^*St5« ; 

(15) i&»l< fe?FmtiCD3—9mcommmnm -^tzxt 

(16) ^m%L<Dmmh u< «^Ft&fpo8- 1 2M<^it3t5£S i bb< teisitst^s 

SmKIJllS^Sii, (i) *IS, (ii) ^n^Vjj§H\ (iii) ^T/S, (iv)~hn 
(v) T^yS(^-e-(DT57S(Dl*7^^2(D^K^J^^-« N Cl-AT;V^-;vmz.m. 
^fbX\ v-Ob ^) „ (vi) Cl-4T/l^r/^, (vii) C2-477^— (viii) C2-4 
T/V*cz=-;V^ (ix) Cl-4T/V=t^v^ (x) C1-4T/V3V1^;«, (xi) -CO-OR f 
*fcfi, (xii) -CO-NR g R h ^(^-C\ R f , R\ *3j;tm h f*. HI— *fcttM4ot 



R 10 ^ 11 , R n ^R 12 , R 12 ^R 13 , ^XUR 13 tR 14 t^n^n, **lbi>m&VOt * 
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(iO s^v&ism^ (m) ^rys, Gv)^hns, (v) r^ymi^x^r^ym^i^tz. 
«2(D7K*J^^-fi, ci^T/i^/v^M^^Ti^J;^), (vi) ci-4T/^/v 

(vii) C2-4T/Utr^/Um, (viii) C2-4T/^^/^^, (ix) Cl-4T/V^^m, 
(x) C 1-4771^/1^}-^ (xi) -CO-OR f *. 3cfcte, (xii) — CO— NR 8 R h 3E (^L^1"C 

I) R%itJ?R 5 (D/>^<^V^tL^^^^ N gtflB(4)v'TyS, (5)~hn^ (1 
2)-CO- OR c ^ (l3)-CO-NR d R e ^(r(Di:^R d ^oj:t^R e (DV^-f^^^-«M 
^tLTV^T^J;V^Cl-4T/^/^-eS>§), (14)^^^^, (15)1S^^( 

[0016] ^B^f31J:§-O(D0*LV>||#^J:^«\ ^(I) fcSSVvC, D 1 -D 4 o/^7fe<^ 

[0017] ^mm\z£%m<D%-~£^^MM^£ti^^ ^a) ^v^, 

R'teXZPR^TkmW^&mU 
l-4T/V=*r/VS^U fl*o 
(4)^T/S; 
(12)-CO-OR c ^; 
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(13) -CO-NR d R e S; 

(a) Tkmm. 

(b) /np^VI^, 

(c) Cl-4T/V=3^r^S, 

(d) Cl-AT/V^/vm, C1-4T/V=3^^, tb<^M3^VJ^^-^J;«9®m$ 

(14) t&M>L< te^ftJ<£)3-9M<^*St5« ; 

(15) g&»L< ^^P<D3-9M^1S*^^:S ; *fci3 

(16) ^Sttttf>f&fPt U< J«f&fPtf)8- 1 2M^^*^^Stb< telSitst^s 

MfEtf>(14)^St5£^ (15)^m^, *5iU?(16)^tt(D^* 
SmKIJllS^Sii, (i) *g£^ (ii) />n^yl^, (iii) ^T/S, (iv)~hn 

(v) T^yS(^-e-(DT57S(Dl*7t^2(D^K^J^^-{i N Cl-AT;V^-;vmz.m. 
M£frlX\ v-Ob ^) „ (vi) Cl-4T/l^r/^, (vii) C2-477^— (viii) C2-4 
T/V*cz=-;V^ (ix) Cl-4T/V=t^v^ (x) C1-4T/V3V1^;«, (xi) -CO-OR f 

*fcfi, (xii) -CO-NR g R h ^(^-C\ R f , R\ $o£X$R h ^ Wcte^-oX 
v>-ob£<, ^JDS^, *fc«Cl-4T/Vdr/V»^i-) ^^©m^tvewokiC 

k ttrfE ( 1 5) mmm^m^<p-t£< th i ootti^irts } 

[0018] ^^<£3-o<Dfitg^4oV>T, #3BWfcJ:&ffra^E\ TfB^ 00 o>fb^ 
Mb3] 
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z 




(ii) 



[-hiatal)*, 

^^-er<DST«, TIS(D (2) — (16) (DS^J;9g^^TV ^XhX< : 

(3) *lfcg; 

(4) ^T/S; 

(6) Cl-6T/V^r/VS; 

(7) C2-6T/Hr~/l-S ; 

(8) C2-QT JV3c~;VM ; 

(9) Cl-6T/^^r^S; 

( 10) C l-6TsU3c/V^^m ; 

{^-C, ffffB<D(6)Cl-6T/V3VV^ (7) C 2-6771/^/1^, (8)C2-6T/V 
dr^/V^, (9)C1-6T/V=3df-^, 4oitJ ? (10)Cl-6T/P-dr/V^^{i, 

a) Tkmm, 

(II) /Nn^VI^-, 

(III) C1-4T/V3^^>S, 

(iv) mmm^-. 

(V) Cl-4771^r/l^ C1-4T/V=!^-^, t>L<te/Nn^VllC^c:J;(9M#£ 
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/v=i^i/mKM&:£tix\< ^xh £v >) 

(11) -NR a R b K; 

(12) -CO-OR c K; 

(13) -CO-NR d R e S; 

{rrr% tfjfB(ii) — (13) »s^©, r\ r\ r\ R d , *5j;tm°tt, i&tn 

(a) *HS. 

(b) ✓m^XDIC^ 

(c) Cl-4T/V=3 3f-v/^ 

(d) Cl-4T/^/VS, t>L<f3^n^VJgH4£ £<9g^£ 

fete, 

(e) T57S(--"C^(DT^/SOl^fc«2C0^K^i^^-», Cl-4TJ>V*;vmZ- 

(14) i&m>l< \t7fm^(D3—9^(Dm.mn^:m 

(15) m Pt>L< te^l&f P<D3— 9M^1S*^^:S ; *fctt 

(16) ^sttt^t&fpt u< fe?Fmm<D8- 1 2i©^iimb< j«*3t5£S 
m^myvmmmm^m^ © oo ^p^viih^ cm) v-rys. ov)-hn 

(v) T^y^(^r-e^(DT^y^(D1^^2<D^K^J^^-« N Cl-4T/V3r/l^^g 
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^tirCl^-ObiV^h (vi) C1-47^^;H, (vii) C2-47;^=;V'Sx (viii) C2-4 
T/V^r— (ix) Cl-4T/V=3=3rv-S, (x) C1-4T/V^/V^^S, (xi) -CO-OR f 
(xii) -CO-NR g R h K(^7:\ R f , R\ feJ;t^R h {*, U—f&tXZWZiX 

m^t^^m^(D5^fcn6m(Dmmm^m^fcnmmn^mmmvxhx<, 
fr-D, -(Dmmm^^tcfemmm^m^ (o ^mm, go ^h^vm^ (m) z^r 

(iv)~hn^ (v) T^/m(^X^.(DT^ym(Dl^f^2<D7Kmmi L n, Cl-4 
T/Vdf/V^^g^$tLTV>Tt>iV>), (vi) Cl-4T/V^r/VS, (vii) C2~AT;V^;V 

(viii) C2-4T/V^r— /V^, (ix) C1-4T/V^^^ ( x ) c l-47;^/VftS, 
(xi) -CO-OR f ^ (xii) -CO-NR g R h S(rr"C\ R f , R\ *DitFR h «, — 

tiX^^XhX<, 

[0019] Q\ &£TfQ 2 fe, m—^.fc^m^X\^XhX<. C, S, O^TiteN^U 

-O-, -N(-R z )-^ -S-*fc{*-C(=0)-«L(''-eR z ^, ^K^ig^-^/t 
^#g^(Z)Cl-4T/Vdr/V^^^i-) , 
R\ R 2 , ^OT'-R 9 ^ m—ttfemt£oX\^X-k£<. 

(5) ^hPS; 

(6) Cl-6T/V=3r/VS; 

(7) C2-QTJVtr~;vm ; 

(8) C2-6T/V^-^/VS ; 

(9) Cl-6T/^df-iyX; 
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( 10) C l-QT;V^;V^m ; 

{^r-C. ttf|EO(6)Cl-6T/Vdr/VS, (J)C2-6T/V^;vm. (8)C2-6T/V 

(I) 7km^ 

(II) ^P<?VJj§C^\ 

(III) Cl-4T/V=fdr^S, 

(iv) mmm^-, 

(V) C1-4T/V3VV^ Cl-4T/V3dr^, tb<f3^n-^VJgC^£j;(9g^£ 

(VI) T^7^(^^<DT^/m<Dllkfcl-±2CD7kmW^-Z. Cl-4T/V3c;vm 
\Z.£.V)WM^tlX\^X^&<, ^h\Z.^(DCl-AT^7Vm\i, TRIM, ^ttCl-4T 

K £Vm&£tlX\ ^Xi>£\ ^ } ; 

(11) -NR a R b S; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

{^rr\ tfrfB(ll)-(13)(D^^(D, R\ r\ r\ R d , 3oJ;mm, ;£fcte 
M^oTV^T^i<, ?RjStJgW\ ^fc«Cl-4T/Vdr/V^«b, £fb^r<DCl-4T 

(a) tRSIK, 

(b) ^n^VHjC^ 

(c) C1-4T/V=3^^, 

(d) Cl-4T/Vdr/VS, C1-4T/V=^>S, t>L<J3^n^Vj§r^J;i9®$&$ 

ten, 

(e) T$7S(^-e^(DT^yS<Dl^c«2(D7K*J®^-«, Cl-4T/V^r/VS(- 
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(14) sml< ^m^(D3— 9m^mn^:m 

(15) m p t> l< ja^fi&ft] cd 3 - 9M mm^m « 

m^mh^tmmm^mt, (0 GO ^nyyif, (m) e/r/S, Gv)^hn 

(v) T^/S(^-er<DT^yS(Dl*fc«2(D7^^M^». <Z\-AT)V^;vmcm. 
tfe£*l/TV ^Xh «tV „ (vi) Cl-4T/l^r/^, (vii) C2-4T/V^/V^ (viii) C2-4 
T/l^—/!^ (ix) Cl-AT/V^iy^ (x) Cl-4T/^/l^^"S, (xi) -CO-OR f 

*fcf*. (xii) -CO-NR g R h ^(^^-C\ R f , R g . *3j;tm h f*. m—itit\ZW£iX 

Q^XXfof^tr ^ (II) tfi<D5M3i*B#M33r#£«r^U 

[0020] #3&gn ^^b-a-^tt, tgf 0 Pft*^f&sf±^tt^B&_h^r3&-c*>5gijaL©f& 
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[0021] kxztgf & mmm^m±^tc^m±mmxh^m(Dmm^.fc^ 
ffijrmz. tgf # mmmm±ttfe^m±^x»fo%mB<Dmm&^irz&# 

^ mm±h u< « Wiio^A ^ (i) t l< j« (n) (Dit&tfa&tt 

(i) h l< (n) (D^i^ te^^ii^ 

[oo22] ^mmiL^Mztm 

Tsv^c/v^ T/^^-iy^ T/Vr^/vm, 7;^^S, T/^/v^^-^^^-t- 
[0023] rci-6T/Vdr/VSj tt\ M *L<teCl-4T/Vdr/K J;f9£?*L<J3:Cl-3T/Vdr/K 
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C1-377V'=«^$<\ J:U0*b<ttCl-2T/W=»^>-Cab5o 
[0024] rC2-6T/V^-7V^J «\ fSC2-577]"5wK «t«90*L< f*C2-4T/l"{r 

$e>l3L0*b<riC2-3T/W^/W-Ca>5o rC2-4T/V<5^/«Jte:, 
teC2-3T/V<5^VK i«9^b<f*C2T/V^/VT?fe§o 
rC2-6T/V^^/V^J te, 0*L<f2C2-5T/l^~/K J;«9$?*L<{iC2-4T/V^r 

{3C2-3T/V^/K J;t)0*b< \i.C2T ;V^;VX^ 0 

rci-6T/V^/V^Sj J3\ 0*L<^C1-4T/V^/V^^-, J;«90^b<»Cl-3 
T/V^r/V^^-, §e>l!10*b<H:Cl-2T/l^/l^^-T**>5„ rci^T/V^/V^Sj 
tt. 0*b<ttCl-3T/l^f-/l^^-, «t«90*b<fiCl-2T/^V^-e*>5o 
[0025] C1-6T/V^/KD^!|^LT«, p«^vK ^5vK n-r/mf/K -fy^nfcVK 

/V, i-:/^vK s-:/^VK t-y^/K n-^^/K n-^^S/'/V'^tfS#tf &*L5 0 

Cl-6T/V3=3r^(D^tIi:bT«, *Hf^ ^Hri>\ n-^n/tf:^ i-^naK^^ n 
-^>dri/, i-y>=¥^, s-^>=¥^, t-^^^^tf £>*u£o 

^ntV^^-, n-^^/V^-^-, i-^^/V^^-, s-r/^vl^J-flS^f hti&o 
[0026] ^KlH#^joV^Tr^j;«9g^tLTV^^J;V^jT/^/V<h^, T/^/V_h<D1^7h 

3rA"^\ T/V=t3rv\ TA~{r~/K 7V1"¥~/K :7^/Vfc^<D^#5£^ try i? 
[0027] Cl-6T/V^r/VS^ 5 T^^I^^-j iCfcpfiJji&JvCV ^T^iV ^f* N itbt, 
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[0028] ^WmW^m r^Nd^VM^J fctt, 7y^JSf, *»U§C^n HKf IK^n £fc 



ynfcVK v^ny^/K S/yn^^/K S/yn^3r->vK ^oit^v-^n^^^/V^ 

[0031] rigfp^^^t&fp(D3— 9M©H3dsn^j mmm^-, mmm^-, isxxfm 

m*xfoz>mmmx&z>^t&x%z> 0 mu^ti\tt$mi<D3-9mmmm^m^ 

fti<D5~£tcfe6MMmn£:&x&z>z.b&x%z> 0 m%u~£fz.fe^fmfu<D3—9M.Mm 
n^^DmtLxn, ^~/k i, 2, 3-hyyyy/K ^yv 
y/K ^y^iJ-yy/K twy/K t^v^/K tv<9sv, t°^y ^/k tvsysv 
„ ^e/v^y^/K ^e/v^yA tf^tf^-y— /K ^tv^yy, ^-^^e/v^y^/K ^ 

[0032] ^*m^S^fcf«m^^S^2o(DT/^/^^ J;»9M#$^TV ^l&^fcfcJ: 
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LTf3\ Tiftf^n[2. 2. 2]^^/K tfv^n[2. 2. 2]^^/V*5j;U?y/V# 
[0033] r^ft©|a^U<tt^l&^©8— l2M©^*S^tU<ri1fi3ffS^J 

y^yy^, -wyy, 79*7*?^ ^y-yy^, ^y^y^, y-^yvv, y-^^u^ 

[0034] *^0J!(-J;§-o(D0^Lv^#^j:tt«\ KiSs^T, d 1 -d 4 (D^^<^ 

tvvf tiy>>-yf^ mmm^foz>Wr&^ v 3 &£xm 4 temz$tmm*-v$>z> 0 



7 Pt t^- 



[0035] 5£ (II) fc*5V >T , Q 1 ^ J:U?Q 2 «, 0*L< H\ ^#J^^-*5J:^^^^^X$ 

Q^^gJSft^ot, Q 2 tf5«fE3Hj§^-C&5£#. XdS^^M^Sr^i~*\ 
Q^s^jg^-efco-C, Q 2 tf5^3*f]j§(^-c&5£€\ xas£§f§]j§C^£r^1-J&\ *fctt 

Q'^fif-efcot, q 2 ^*^-?^^ x*mmmttmir 0 

[0036] ZttU 0*lXi3\ -0-, -NH- -S-*fcf2-C(=OH£r^U i<90*L<«, -O 
[0037] r\ R 2 , ^OT^A^LT, 0*L<«, ^P^VJlH\ *fci*Cl-4 
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^xmrnm^m-rm^, R^TKmm^tcn^ti^m^mvx, r 6 ^*^ 

[0039] R%J:^R 5 , *5iOT 7 -R 9 «, ^fc^M^oTV^t 0*b<«, 

(3)*gfe^; 

(6)Cl-6T/V=3r/VS; 
(9)C1-6T/V=idr^; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

(14) m ah l< p © 3 — 9M <^*gt5« ; 

(15) p^l< jctis* n<D3-m(Dmmn^:& 

(16) ^^tt<Diaf pt>u< OTt&f p»8- 1 2i©^iimL< nmmm^:^ 
i^x\ ztitovrnte, mmmmim-ox^ti^tim^tix^^xh^^ 

[0040] £WtiV<l^ R 4 &£TfR\ $3£TfR 7 — R 9 J3\ I^)— ^rt^M^o-CV^ £C 
(DtK^^; 
(2)/Nn^Vjg^-; 

(6 ' ) ^nf^m^- K XVmM^nx\ ^Xh£\ \ C1-AT/V^;V^ ; 
(9 , )y^^^VJ^^-^J:l9g^t^TV^T^J:V^, Cl-4T/V^^r^; 
(12')-CO-OR c ^; 



WO 2005/080377 



23 



PCT/JP2005/002610 



(13')-CO-NR d R e ^; 

dr-e. BfffE(i2 , )^oi^(i3 , )(DK^ N r\ r\ &£xm e te. msitftw* 

(a) Tkmm. 

(b) AP^I^, 

fete, 

(e) 

( 14 ' ) *&ftjt>ix r±^ia?u©5t> ix mm^^mm^ ; *fcr± 
(is') t&f p^b< ra^t&f 5^l< teeM^itif gt5« 
{^-e, tfffE(D(i4')^^^, *3J:tJ«(i5')«*S^H:, (i) *BfeS, GO 
ab^I^, (v*) T^/S. (vi') Cl-2T/V^r/V*. *fci*Gx*) Cl-2T/V=^iyS 

[0041] ^kfc^lXfct, R^J^R 5 , *5J:^R 7 — R 9 te, *fcttMfcoTVvCt>,fc<, 

(2)/Nn^V^; 

(6) C 1-6T^/Pm ; itftn 

(9)Cl-6T/V=33rv-^ ; 
(^T\ ttf|E(6)Cl-6T/^7VS*5j:tJ«(9)Cl-6T/V='=¥^«, fufB^iS^ 

[0043] ^KO-ooD$fe(c:J;«9^bv>ffi#^«J:tv^ R%im* 5 te7k*jJ§C^-£ie-r o 
[0044] o(DStJ(DM#^j;ttf^ 
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2 

tlfcCl-67;^^>S, $e>^0^L<», -0(CH )ml-OH(^mlii2-40 

2 

»£SH-)X, ££>l£J;W*L<fcJ:, -OC H -OH^t, 

2 5 

[0045] *mm<D—<><D&bK£Q&i^^mmfc£ti\^ R^xxm 9 ^. y^mm*. 

[0046] ^K(^>— oco$fe(c:j;t90^bv>ffi#^j;tt^ R 8 te, 

, (v*) (vi') C1-2T/V^/VS, TfefcttGx*) Cl-2T/V=^>S^£<9©m£ 

[0047] *&wK£%—<><D£tbfc£yfria^^mmz£h\*, R 7 $o£x$R 9 n, fcmm^ 

MIB©^3jlS^, *3J;tm^#^«, (0 >fcB&^ GO /^^^^ 
, (v') T^ym, (vi') C1-2T/V3VV^ Cl-2T/V=J^>^fcJ;9g&& 
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[0048] *mm<n—<><D&i£L^m&K*5^x. x^mmm^mirm^ r^xxm 2 ^ 
[oo49] ^mmmmwMKxmt, r 4 &xur\ ^xxir 7 — R 9 m&±Lvx, -or x s^- 

2 

x R cX ^b, r<D^R b 3oJ;mm, S&riMfcoTVv'Cfc.fcC TkSffJOK^ £fc 

ttv<feci-4T/u*/vmz£vm&&tix\^xh£\<^&mu R bx iR cX ^^, 
b&tfcfrLrat*zmmm*k— m^^xm^i^a^ma(D5^timMMmn 
^m^n^vx^^xhx<(^(Dmmn^m^i^±(Dmnm^-^h^Ayx^^x 
h&^).z-<D&^m&Mfe. 7Kmm-^m^nx\^x-hx^^ci-4T/v^-/vm, 

^K^S, ^fftjlH\ 7V*M^;H, Cl-4T/^^^S, Cl-4T/V=3^i/^7/V 

2 

OR dx S (r^-eR dx ^Cl-4T/V=¥/VS^7t«Cl-4T/V=3r/V^/V^^/VS^^i-) , 

*fc«, 7Kmm>\^<^^>m^^u^tix\^xhx\^ci-4T/^/^mK 

[0050] #^<DBlJ<D0*LV mm?. Xtltt. R 4 33£XfR\ ^^R^R^ii^LT, -O 
(i) S;(i)©I: 
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(i) 



OS;*, 



ffi^gm^tvCV^-ObiC $ib^£>R 31 £R 32 i:^— if^otMtSii^fc 
[0051] (ii) 5£(ii)<DS: 




(ii) 



(iii) ^(iii)<£>^: 



am 
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[0052] (iv) Miv)<D~2 
Mb7] 



R 33 . 



R 34 




(iv) 



OS;*, 

R 33 i:R 34 «\ El— *fcttMfcoTVvOb,fc<, 

1-6 

^&&bic^Asx\^xh£\^ . ^mmn^m^ 7Kmm\cx<om^tix\^xhx 

m^tv-CV^-C^J;<^^^(DR 33 i:R 34 i:^-^^^ 0 x?f^i-§^^^fe§^^^ 

[0053] (v) S(v)©l: 

Mb8] 

R 35/ 0v Y^V^ (v) 
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(vi) &Xvi)<D&: 

am 

R 37 X R 38 

r 3 \ R 37 tR 38 fe, m-^tmm^xh^xh^<s 

[0054] R 6 te, 0l£L<te, ^K*J^^-, ^n^Vjj§H\ *fc«Cl-4T/V^r/V^^b, £<9 

[0055] ^m<omt^\ ^nmfoziM. ^d) t-^v ^ R^m^^jj^^iei- 

R 3 £;J;tJ?R 6 te, Tk^JJl^ ^p^VJj§h\ Cl-4T/>*/>m&mir 0 
*L<te, r\ r 2 , r 3 *3J;U«r 6 «^-c. TK^^-^i-o 

[0056] ^M©-o©0tu £ti&, (i) t-*5v v-c, R^TKmrn^m-rm 



[0057] ^Bj!(D0*bV^#^J:^b«\ iCfcVvC r x ^J:^r 2 «#^7K*J^^-^ 
[0058] 5£ (I) fc&l vC, mA&&, (a) 0>S«^L#3»^fc:*5V vC, 0*L< fit, ^ (a) *K 
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[0059] K ££-o(D0£Ll Xtltt, ^ (I) l-*5V ^T, SAii, TfB<£>^i 

(a-l)^fi^;(a-2)(D*^i- : 

Mfcio] 




r 10 -r 12 ^ mmmmtmmxh^o, 

ii> go ^p^vu§c^\ Cm) ^t/s, Gv)~hng, (v) T^;m(^xz.<DT^jm<D 

l^fz.n2<D7kmm^-n, Cl-4T/U^m\^W:^tiX\^XhX^^ ,(yi) C1-4T 
(vii) C2-4T/V^r^7VS, (viii) C2-47;V^^/H, (ix) C1-4T/V^ 
(x) Cl-4T/Vdr7V^"^-S, (xi) -CO-OR f S, lkfct±, (xii) -CO-NR 8 R h S( 

^r-e, R f , r\ *5it^R h «, ng— -£t'femt£ox\^xh£<. 7kmm^-, "kf'feCl- 

[0060] K£Z>%\\(D— O(D0^bV >«MH^ 5£ (I) }C*3V v"C, MAfe, TK© 

S(a-3)©S^t: 

Wbii] 
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m*. Gii) WS, Gv)^hnS, (v) r^S(^-Cr©T^S©l*fer±2©*9(f 
jgW^S, Cl-4T/l^/l^fcStfe£;h/rv^T&J;V^ , (vi) Cl-4T/l^r/V^ (vii) C 
2-4T/V^/VK, (viii) 02-4771^^/1^, (ix) Cl-4T;V3^i/S, (x) C1-4T 
/l^r/V^"^ (xi) -CO-OR f S, *fcf*, (xii) -CC—NR g R h ^ (^"C, R f . R\ *5 

[0061] ^(II)^*3V>T, ^TO, 0*lXf3\ ttrfB(2) — (16)(D^^J;i9gm§^-CV^t> 

yy'f7/-;v, y°y^ 3vy^ ^y3vy^ ^^vV, 3^yy^ ^ 

[0062] 5£(H) ^*5V>T. STtt, i«30*L<tt. TIB^:(a)<^»^i-: 

R 13 




[_h|B^^, 
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(2)/Nnyyjg^; 

(4) -X7V£; 

(5) ^hr2^ ; 

(6) Cl-6T/V=3r/VS; 

(7) C2-6T/Hr^/VS ; 

(8) C2-6T/V^^/VS ; 

(9) Cl-6T/V=<3f->3£ ; 

(10) Cl-6T/Vdr/V^^-^ ; 

{^rT\ lif)fE<D(6)Cl-6T/V3r/^ (7)C2-6T/1^WS, (8)C2-6T/V 

(I) 7K^*, 

(II) ^P^VD^ 

(III) Cl-AT/V^iy^ 

(IV) M§M^\ 

(V) Cl-4T/V3dri/S, tl^te^P^VIim-^g^ 

fete, 

(VI) T^7S(^-e-OT5y^(D1^7ite2(D^K#J^^-te, Cl-4T/Vdr/VS 

^J;<9g^£ivri^-ObJ;<, £ibi^<DCi-4T/i^/i^te, tRIM, 3;f~teci-4T 
/v=3df-^^^g^tb-cv ^-ob£v ^) 

(11) -NR a R b S; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

{rr-e. tfrfB(ii)-(i3)(D^^(D, r\ r\ r\ r\ $o£TfR e n, m—^ftit 
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(a) TK^S, 

(b) ^vupyU^ 

(c) Cl-4T/V=i3c^m, 

(d) Cl-4T/V*c/V^ Cl-4T/V=3df-^, &L<te^n^V]SH4£j;«9M&$ 

(14) i&^l< i^m^oo3-9M.commn^:m ; 

(15) i^»l< fe?FmtiCD3—9mco-Mmm^m -^tzxt 

(16) ^mvkcommh u< jwt&fpos- 1 2M<^* 3t5£Stb< ^m^st^s ; 

SmKIJllS^Sii, (i) *IS, (ii) />n^yl^, (iii) ^T/S, (iv)~hn 
(v) T57S(^-e^<DT5yS(Dl*fc^2(D7^^J^^^. Cl-4T/V3c/vmzLU 
M^frlXX ^Xh ^) „ (vi) Cl-4T/l^r/^, (vii) C2-477^— (viii) C2-4 
T/V*cz=-;V^ (ix) Cl-4T/V=t^v^ (x) C1-4T /V^^^r^ (xi) -CO-OR f 
*fcfi, (xii) -CO-NR g R h ^(^^-C\ R f , R\ $o£X$R h ^ m—^fc^^oX 

v^£C 7k*jg^\ *fc«ci-4T/v^/vS^i-) ^£<9©m£*va^-okJ;i^ 

R 10 ^ 11 , R n ^R 12 , R 12 ^R 13 , ^XUR 13 tR 14 t^n^n, **lbi>m&VOt * 
S^»Sr^^UTbJ;<. £>o, ^©^sifm^^fcttfcsRSaj&ri, (0 GO 
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^ofygf, (iii) (iv)~hn^ (v) T$7S(rr-e^(DT5y^<Z)l^fc«2 

(DtRjUHh^ Cl-4T/^/^{;ig^£tLTV^t)J;V^ (vi) Cl-AT^;vm, 
(vii) C2-4T/V^/1^ (viii) C2-AT;V^;V^ (ix) Cl^T/Kna^^ ( x ) c 
l-AT/V^/V^^ (xi) -CO-OR f K, (xii) -CO-NR 8 R h ^ (^^^\ R\ 

[0063] 5£(ll) f^oVvT, ^T/^(a)<7)^gL#3^1^;£;V^T, 0£L<«, 5£(a) ^ 

[0064] O(O^^^0*LV^#^j:tL«\ 5£(II) f^o^T, ^TO, 5£(a-l);£ 

[0065] 5£ (I) 5oJ;-C^^ (II) tpCDMa-D^fcfeMa-2)<DmiZ.&\, ^-C, R 15 — R*\ ;}3 J;tj?R 19 
-R 21 », 0^b<«, 7K*J^^-, ^n^VJj§H\ C1-4T/V3VV^ *dJ:TC1-4T 

[0066] ^(a-3)(D*^*5V vt\ R 22 -R 25 te, 0*L< te, **JJ§H\ ^t^VJi§H\ Cl-4 
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[0068] >&m<D— o<D0*bV>fig#tcJ;Hfi % R'^irfR^ttaftSCbT, 7k*HB\ 

*fcJ3\ R^^RlitJJiC^^bT, ^oR 12 £W/V»U<te^ 
[0069] «§K<7>— o(D<m?i£l^f^U;;ft«\ R n *5J:t^R 12 ^ N ?kffifjj§C^\ /nh^V 

0*b<fi, *5J:t>\ Cl-4T/V^r/V^^^§#j:t9W$^^^fe 

VvC, R 10 ^7k^^-«i- o $e>^«t«90*L<f*, ^(a-l)^f«(a-2)(D 
^^«Z)R 15 -R 18 *5j;I^R 19 -R 21 {i N *i?Jj§H\ ^£^VD§C^\ Cl-4T/l^r/V^ 

(a-2)(D^^(DR 15 -R 18 *5j;tm 19 -R 21 ^^:-C, ^K^M^-CfcSo 
[0070] :*3&9§0>glJ(D0*LV MrHH^frbtf, R n *5 J;U?R 12 «, -ttbfedS^UTV >5£t^f 

Zteffc-TZo Z.<Dbg^ R 10 te»^<te, ^K^JS^Sr^-To £?>0*lXf2, R n *5J:TJ« 
[0071] R 10 , R n *5j;im 12 ^ttf|B(Dafit9-e^^, «0J(D0*LV^#^J;tv^\ zte 

-cmS^U xteJ^J^^U R x -R 3 *5J:tm 6 «^:*m^^i-o 

[0072] R 13 ^#^i~§^^^ N R 13 ^, ^*L<tt, zRHIJjK^ /NP^yJSi^, 
[0073] R 14 «,0*L<tt, 
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V hi*. ^ (I) (II) KijSfrS I" (6) Cl-6T/l^r/l^j ^tl^LTfufET/V 

1S*^^:*^ov ^(Z> rg#£tircv ^-obiv ^ j ti^ ^ (i) ^fc^^; (n) loans r ( 
14) ^*gt5«j *fctt r (15) i»gt^Sj fcm«fcfcL-c\ ftrfB^*Si5«^L< 

[0074] R n *3j;tm 12 ^, yfci&BK^ ^n^yjgf, C1-4T/V^/VS, *5J;T^C1-4T/V 

-efe«9, £e>t£0*ixt3\ 2-fc o y>?/K Wcfe, 2, 6-t°y^v ? /v-ej>§ 0 
[0075] r^j^r 12 ^, •^^^^-a-brv^^^m^-^-^^^oTlM^n^^^ia 

dr/^-e*>5„ *fc^T\ R n *5J:^R 12 ^^i-ri!^fc§^*#^:mb<tt^*# 
, *fc{*cl-4T/V3^^^J;^9S^^$tvTv^T^>j;v^, ^—/i^-cfctk $e>fc«fc 

«30*L<E\ (i) frmm, GO ^P^VJPiH\ (v) (vO Cl-27^;vm, * 

[0076] A^^(a-3)(D^^i-#^^*5V^T, 
R 14 J3\£?£L<te, 
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Rife&*vcv >-cb «tv \ ^ttot&fp^L< te^f^n<D9t>L< teioM<^#at5£ 

/vK^fc^ ££>^£9#mXte, (i) tKHS, GO AP^Vg^, ( v *) (vi') C 

[0077] *2&m<D—o<D&&l,^1&mz£in\*, &:(j)<D4k&m^ TfBsSCioo)©^ 
Mbi3] 



[_LfB5£(100)tf^ 

Zfi. -O-, -NH- -S-*fcfii-C(=OH£r^U 0^b<«, -O , ^fcfi-NH 

(2) /M3yyJg^; 

(3) M1; 




114 



112 
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(6)Cl-6T/V=ar/VS; 
(9)C1-6T/W3^VS; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e K; 

(14) t&fnfclX te^^Ptf>3-9R<^*St5« ; 

(15) t^fPtU fWt&ft]<D3~ 9M.<Dti&S&&M ; *fc« 

(16) ^Sttttf>f&fPt>L< Y£7Fmu<D8~ 1 2M<^=S3t5£St> b< 

R 114 te, 

( 14 " ) ta»U< J W£^£>5t>L< i*6M<E>£c3^^ ; 

(is") taftpbu< fe?Fmn<D5hL-< n6M<D^mm^:^ ; 

(i6")^tt(D^fPtb<«^fP(D9tb<«ioM^^m^:mb<«1S* 

{^rT\ pfifE(D(14")^#^S, (15")iS#m^S, *3J;U?(16")^tt 

<z)^^m^t>b<f»^m^f*, (0 7km^ GO ^p^yif, (m) ^ryl, 

(iv)~hn^ (v) T^Sm(Z^Z<DT$Sm<Dli£ftte2<D7km]&^'fe. Cl-AT/V* 
;vmz.WM^*lX\^X^£\^) ^ (vi) Cl-4T/^/l^ (vii) C2-4T/Hr^/1^ 
(viii) C2-4771^r^/l-S. (ix) C1-4T/V=^>S. (x) Cl-4T/V^r/V^^-S, (xi) 
-CO-OR f S, 1§5/fci3\ (xii) -CO-NR g R h S(m!\ R f , R\ :}3j;tm h te\ 

[0078] 5^(100) ^*5V>T, Z^-O-^-T^, R 103 «, *gff jJK^S^To 
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[0079] 5£(100) lJl*3V>T, 0*lXfcJ\ R 10 %J:tJ?R 105 «, **jJ§H\ ^n^>Jj§H\ 

[0080] ^(100) fc*3VvC\ 0^b<fi, R 111 ^^^ 112 ^*^^/^^^^ 

[0081] ^(100) fc*3VvC, £?3;L<te. R 114 fi. TIB(^^(a-4)*/t{i^:(a-5)(DS^i-: 
Mbl4] 




(a-5) 



[_hfB*^ 

[0082] ^mm<D—D(D^^ ^mm^xni^ ^ o o^i^te, tib^ (200) 

Dfbi5] 




[_hfB^;(200)^, 
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Z{3\ -O-, -NH- -S-*fc^-C(=0)-^L. 0*b<«, -O-, ffdi-NH 

(1) tRMC^; 

(2) /M3yyjg^ ; 

(3) M1; 
(6)C1-6T/Vdr/V^; 

(9)01-6X7^=3^^; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e X; 

(14) gfrftrblX ri^<fifp©3— 9M©^*S^S ; 

(i6) ^#tt(Dtafp^u< ji^fp(D8- 1 2m(Di%mm^mbv< itmmm^m 
r 222 -r 225 «, mstttemt£ox^xh&<. *mm^ ^n^vjj^\ ci-at 

R 214 «, 

fiife£*vcv >-cb «tv \ ~Sttt<DfMmb< «^tM^po9^b< tei(m^*fSt5£ 
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[0083] it (200) fc*5V v"C. 0*lX H\ Z^-O-^^Lt, R 203 ^xK*J®^-^-r^, R 

.204 r.^ t-^^205v 



[0084] it (200) KlJjSVvr, 0*lXf*, R Z04 *5j:t>^ 00 {i, tK^®^, 'M^XD^ £fc 

[0085] *mm<D—<><D&-&lA,^mm\z£tl\^ it (200) ^vv-c, r 214 ^, ^K^S. 

wct>J;v\ 7x^;Htfef), £!9#mXte, (0 GO '^ultyBrf*. (v') T5: 

/S, (vi') Cl-2T;V^-;vm, HfttiGx) Cl-2T/^=i^>^KX^M.^tlX^Xh 
£V\ 7x^Stfc»), Sfefc^lXtt, (0 (ii) ^n^VJj§H\ (v) T5/^ 

, (vi') Cl-2T/V^;vm. i&ttiGx) Cl-2T/\s=i3c^mK£V)m&£tlXV^Xh£V^ 

[0086] #3£^<£>BlJ(D— o^f*LV^#^j;tV«\ it (200) iCjSVvT, R 214 ^, ^/VK 

[0087] *mm<DW\<Dm&iK£tl&. it(D iCfcVvT, D^D 4 ^^iIftfc5i^ 
Kit*, TIED o^Srffi^ii-^ir^^ii-tffcs : 

I) R 4 ^XUR 5 (D^<th^^n^—^Kmm(4)^T/m, (5)^hn^, (1 
2) -CO-OR c S, (13) -CO-NR d R e S (^(D^^R d So J:U?R e (DV ^ flfr—j? teg 

^UR 14 ^ff)fB(D(6)Cl-6T/V=3r/VS. (14)^^xtS, (15)»tgiit^ U; 

tc^(i6)^m^mmn^:mhv<ixmmn^:m^mir 0 

[0088] ^mW^J^^UV itt«\ it (I) fc*3V N T N D'—D^S^T^ UK^"? 

, (12)-CO-OR c ^, (14) ^gtitS. (15)m*#^(^^,r<D«*#xt 
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[0089] ^mm<Dm<Dxw^L^mmKxti^ ^(d i^v vc, d'-d 4 ^^^*^ 



(4)i/7/l; 

(12) -CO-OR c S; 

(13) -CO-NR d R e K; 

{^-e, BfftE(i2)*5j;t/(i3)(D^4 1 ^, r\ r\ *3«ttKR e «, m—titci-zmft 

(a) Tkmm. 

(b) ^M3^VJ]§C^\ 

(c) Cl^T/V^^S, 

(d) Cl-4T/v^S, Cl-4T/v=i^^, tb<te^n^Vjj§C^-K:j;«9mm£ 

WM^tiX\^Xh£\^) 

K & } 9WMt5tlX\ ^Xi>£\ ^ } . 

(14) &m> b< feJfmn <d 3 — 9M ©J*i§St5*;S ; 

(15) p t> L< tt^ffifP © 3 - 9M ©IB *St5£S ; 

(16) ~ittt©f&f nt>L< «^FtMf P08- 1 2i©^iimb< f«*3t5« 

{^rr\ mm(D (14) mmm^m, asmmm^m, &£xmi6) -m&n&tm 
m^m>v<temmm^m^ © go ^h^vm^ (m) i/r/s. Gv)^hn 
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^nrv^T^iv^), (vi) ci-AT;v^;vm. (vii) C2-4T;Vr^;vm, (viii) C2-4 
(ix) Cl-AT/V^iy^ (x) C1-4T^3V1^;«, (xi) -CO-OR f 
^ (xii) -CO-NR g R h K(^^t:\ R\ R\ IoXXFR^ ^fcteM&oT 

$fe^MiB ( 1 5) sis^sit, th i-xDmmm&m-rz } 

7x^n{^-e^©Sii, (0 zkgtx, GO ^pyvjg^, (v') r^y^, (vi') ci 

[0090] *^BJ(DSiJ(Dj;«9^LV^#^J;tL«\ ^(I) ^oV^T. d'-D 4 ^-^*!^ 
-Cfc54§-3\ R 4 &J;^R 5 <£v>/Ki:t>v tbd^^tt, 

[0091] *^BJ(DSiJ(Dj;«9^LV^#^J;tL«\ ^(1) ^*5V>T, rf—rf&^Xfcmm? 

-efc&4§-3\ r\ r\ r 3 , r\ r 5 , *5«£tm fl ra\ mmisfcmytDh^&mu z.<Dt%, 

6) ^SMiiSSt)L< {«*fg|5« (rr-er;fribtf>St^ki:, jtu3£<D*S (i) 
[0092] «§W<DElJ(D £«9£?£Ll^#^J:tl^ 5£(D t-^T, d'-dV^t^*^ 
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(6)C1-6T/V=¥/V^; 

( 14 " ) ta»b< ittmu<D5i>L,< mm^^mm^m 
(is") ta»u< ittmfti<D5h^< mm^mmm^m ; 

(i6")^tt^»b<}i^fp^9tu<«ioM(D^^m^:mb<^lS^ 

ffrfB(D(i4")^#m^^ (i5")1S#m^:^*5J:^(i6")^tt 
o^#m«t>b<(»#m^:S«, (0 TkSI^ 00 ^n^vjj|H\ (m) ^rym, 

(iv)^hv^ (v) T^7^(rr-e^(DT5y^(Dl*fc«2(D7K#i^^-«, Cl-4T/V^r 
/k^£g^£tl/Cl>-ObJ;l>;K (vi) C1-4T/^3V1^ (vii) C2-4T/V^/1^ 
(viii) C2-4T/l^^vl^ (ix) Cl-AT/V^iy^ (x) C1-4T/^/^^-*^ (xi) 
-CO-OR f *. (xii) -CO-NR g R h m(^-e\ R f , R\ :feJ;<^R h te. 

[0093] *^0^(DSIJ(D0*LV^#^J;^«\ 5^(1) ^*5V>T, D^^l) 2 ^*^*Jj§C 

Wbi6] 



R 



,314 



N 



12 




[_LfE5£(300)cK 
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Z{3\ -O-, -NH- -S-*fc^-C(=0)-^L. 0*b<«, -O-, ffdi-NH 

R 304 fej;tFR 305 ^, m—^fc^m^x^^xhx<, 

(DtRMC^; 

(2) ^n^Vjj|C^-; 

(3) M1; 
(6)Cl-6T/vdr/v^; 
(9)Cl-677^drv^ ; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e X; 

(14) i&^l< }-±^fm^\j<D3—9M.co^mn^:& ■, 

(16) ^gttt<Df&fPt>L< JWf&fP(£>8- 1 2M^^*^^Stb< {ilS^^^S 

(17) -OCOR k S(-^"CR k «^ Cl-4T/^/^m^mir) ;~£fcU, 

(18) -OSO R L S(''^R L ^, Cl-4T/V^/VS^i-) 

2 

R 311 *5it^R 312 «, 'J?te<bh— ^ifici-AT;v^;v^m^X^ m^Ttf. Tkmm^- 

, GO ^£^VD§C^\ Gii) ^T/S. (iv)^hnS N ( v ) T5yS(^-C^(DT5/S<Z)l* 
fc^2<Z)7K*J^^{i, Cl-4T/l^/VS^g^£;hra^-ObJ;l^h (vi) Cl-4T/Vdr 
/Vi, (vii) C2-4T/V^/V3£, (viii) C2-4T/Vdr^/H£, (ix) C1-4T sV^i/^ 
, (x) C1-4T/V^/V^^-^, (xi) -CO-OR f S, (xii) -CO-NR 8 R h S(^i 

-e. R f , R\ *5J:OT h «, ^— ^rt«^o-cv^TtJ:<, ?kf?!|j§H\ *fc«Cl-4T 
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[0094] 5£ (300) fc*5V vC, 0*lX H\ za5-0-£r^1-#£\ R 303 », yfcgftDK ^Sr^U 

T\ R 15 -R 18 , £>J;t>*R 19 -R 21 ^ **lJiH\ ^n^V]JiH\ t^/um. 

[0095] *^BJ^f*LV^#^J;tL«\ ^(300) ^*3V»-C, 

R fr> N 

(2) /Nnyyl^; 

(3) *BftS; 

(9)Cl-6T/V=3drv-^ ; 

(17) -OCOR k ^(^^-eR k {i, Cl-AT;V^r;vm^tir) \1&tX3.^ 

(18) -OSO R L ^(^-CR L «, Cl-4T/V^/VSSr^i-) 

2 

2 

R 314 /^ SXa-4)*fett^(a-5)<OSSr^*ro 
[0096] 5^(300) IC^V^C, 0£lXt2, R 15 -R 18 , *3j;TJ«R 19 — R 21 «, ^J^^-To 
[0097] ^(300) iCjSVvfx 0*b<», X 1 /^, CH^SH~o 

[0098] 5^(300) ICJSVVC, R 304 f±, 0*lXf*. C1-6T/V=3^^( — r^^ff 
6T/V=i^r^-efct9^ &b(£0*lXte\-O(CH ) ml-OH (^T*ml fi2-4©l 

2 

3fr£r^1-)-?&tK $£>fc«fc!>0*L<tt, R 304 te, -OC H -OHT*5 0 

2 5 

R 305 te, 7k*Ji§H\ 7y*Jig^, £fcte-co-NH m&mir 0 

2 

[0099] 5^(300) tC*5V^"T, 0*lXf2, R 311 :}3J;t*R 312 fcJ:, *fc«M^oTV^Tt<J;V> 
&5v>f* % R 311 te, *3jfD§^3r^U ^o, R 312 te\ Cl-AT;v*;v^m, 0£L< 
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[0100] 0*bV^(3OO)cD^^#/^bT^, ^^181, 188, 192, 200, 202 

[oioi] ^mm<Dm<DM~£^^mmiz.£th\-£, ^(d ^*5v>t, D^iOT 2 ^^^^ 

Mbi7] 




[_hfE^(400)^, 

(2) /Nn^V^; 

(3) *g£^; 
(6)C1-6T7^/V^; 
(9)C1-6T/^=3^^K; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e S; 

(14) ^pt>L< ^m^<D3—9m<^mmn^:m ■, 
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(i6) ~m&<Dmubi,< ittmo<D8— i 2M(d^^^^»l< nmmm^m 

(18)-OSO R L X(^-eR L ^, Cl-4T/V3c/vm&Mir) 

2 

(6)C1-6T/V=3r/V^; 
(~ ~(DT/V3r;vm-Z, fiifB^(l) ^:&tf35£il«oTM^£;h/CV^t>J;i^) 

(i6") ^^ttcD^f pt> l< fi^ia? p co 9h b< i om, co$i mn^mh l< i^mm 

{^x\ mm<D a*' )$kmmi*M. a5"mmm#:m,&£Tf(i6")~m& 
oo^mm^mh^mmmm^mit. o go ^p^vi^, m z^r/m, 

(iv)^hnS, (v) T5/S(--"C^(DT5yS01*/t(i2(Z)7K^J^^«, Cl-4T/Vdr 
/V^^g^$^TV>T^J;V>) N (vi) Cl-4T/V^r/VS, (vii) C2-4T /Vr^/VM, 
(viii) C2-4T/V3r^/V^ (ix) Cl-4T/V=3^r^S, (x) Cl-4T;V^;V^m, (xi) 
-CO-OR f S, ^fctt, (xii) -CO-NR g R h S(^^1:\ R f , R\ fcit;R h ii, 
teM&o-O^-ObiC 7kitJIH\ ^tL\tCl-4T7V^;v^m^-) K£<9WMt$tiX 

[oio2] ^ (400) vc, « % z^-o-^i~#^, r 403 ^, y^mm^mu fa 

o 
R 414 {*. 
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&mi- 0 ^<Dt^XW^<n. R 414 «, (i) TkWt^ GO ^n^VJP!H\ (v') T^sm, 

(vi') ci-2T/v^;vm. tifMix) ci-2T/^^ym^K>m^nx\^xhx\^, 
[0103] ^m<DB^^^mm^xm^ ^:(4oo) ^vvr, 

Z{2, -O-^itU 

r 404 *dJ:^r 405 (d-^^^ 7Kmmxm^titcci-4T/^^>m^mu 

[0104] 0*LV^(4OO)(Z)^^^L-C«. $J;U3\ ^^78/^WW5 0 

[0105] *^P^(D-0(D^LV^#^J;tL^\ TfB^:(500)(D^ 

Mfcis] 



[_hfE^(500)^, 
X 1 ^ CH, 3;fcteN£icU 

Zte, -0- % -NH- -S-^»-C(=0)-^L, 03xL<{3, O , ^7i{i-NH 
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R 



507 



(2) /Na^g^; 

(3) *BfcS; 
(6)Cl-6T/V=3r/VS; 
(9)C1-6T/V=^>S; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e S; 

(14) m n~hv< t&fimu<D3—9M.<D&mm&& 

( 1 5) m ahV< tt^^f pcD3— 9^^^^* ; 

(16) ^gttt<Df&f Pt)b< JWf&f P<D8— 1 2M©^ii^StL< f«l 

R 511 *5J;tj?R 512 «, N^*fc^M^o-CV^tJ;<, tK^M^-, *5it^\ C1-4T/V 
^/v^fb&3?¥J;WX$;ri, 0£b<te, 7R*jJ§H\ :£J;t^^v«^ 

R 514 «, 

(l4")ta^b<fWIM^P»5^b<^6M^^^*; 
(15") |&»L< fWf^P<Z)5^b< ^6^^)11*^^ ; 

(i6 " ) ^tt(D^»L< »^^?p»9^l< mom<DSMmm^:Mh^< i^mm 
mum-, 

(Dmmn^m-hv<ummn^mu, co *mm, go ^p^vjj§H\ mo ^rm, 

(iv)~hn^ (v) T^Sm(~~X~<DT^ym(Dl^fcfe2<D7kmm^-fe, Cl-4T/Vdr 
7V^^g^§tl,rv>Tt>j:V>), (vi) C1-4T^;VM, (vii) C2-4T/1^WS, 
(viii) C2-4T/l^r— /l^, (ix) C 1~4T/V=i^m, (x) Cl-4T/Vdr/1^2j-^ (xi) 
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-CO-OR f S, Tfefctt. (xii) -CO-NR 8 R h S(^^1:\ R\ R\ $3£XfR h fe, m^fc 
[0106] ^(500) M3oV^ £?£L<te. 

[0107] ^ (500) Km vC, R 511 *3«tT^R 512 «#^^/^^i-^\ ^/t«R 511 ^^K^J^ 

[0108] 5£ (500) td^oV 0^b< tt, R 514 «, TIE® ^(a-4)^fc«^(a-5)(DS«-ro 
^^o^-C\ ^(a-4)^^(a-5)^, R 15 -R 18 , *d iOT 19 -R 21 «, IH^ *fd«M 

^K^&SS^W'^ 0*L<fct, R 15 -R 18 , *5J:tm 19 -R 21 fi^T, *m 
[0109] R 507 :fe£tJ«R 509 te, £?;£L<te, ^gffJDK^ /M^^VJgf, *fc^Cl-4T/V=¥/VS 

[0110] R 508 te, 

ci-47;^;vS, 

f&fp^b<te^f^p<D6M<^»fi^S 

iifffE<^i§at5£S, ^i^^S^Sfi, (0 TK^S, (ii) 'M^Vjj§C^- 
, (v') T^/S, (vi') C1-2T/V3WS, */cte(ix') Cl-2T;V^i/m\Z.£X)WMiS 

[0111] 5^(500) \ZL$o\^X, 0*b<«, 
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Cl-4T/V^r/VS, 

, (v') T^y^, (vi*) Cl-2T/l^r/l^ S&ttGx') Cl-2T/V=J^>^fcJ;«9«ifc& 
[0112] -&m)\(0— O(D0^LV^#^j;^{i, 5^(500) ICJSV^ 
R 508 «, 

ci-4T;^;vS, 

{^-C, tlflE©^3flS^*feW:*9tfS^r±x (0 *mm, GO ^p^M^, 
(v') T^y*. (vi') Cl-2T/V*/vm, ttzmix') Cl-2T/V^^mz.£'0WMiStl 

[0113] «§I3J!<7>— O(D0£bV^$|^J;;rU3\ 5^(500) ^oV>T, 
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[0114] ^RW©— o©^*LV^HfrBI^J;tbtf, ^ (600) (D^^T* 

Wbi9] 




[_hfe^(600)^K 
X 1 ^, CH, £fcJ3N£r^U 

Zi$ % -O-, -NH- -S-*fcf*-C(=0)-^L, 

(1) *i^; 

(2) /NP^If; 

(3) *Bfe£; 
(6)C1-6T/V^r/V^; 
(9)C1-6T/V3^>^; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

(14) PtlX tt^ffi? P<D3— 9M©^3dSSS ; 
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(16) ^StttOffrfPt IX «^F^PCD8- 1 2M<D^3*f ^SfclX Jit Ht5« 

R 622_ R 62 5{4 ^ m~-£.fci-tmt£^x\,^xh£<. T^mmi^. ci-4t 

[0115] ^(600) ^VMT, 0*b<{*. 

[0116] 5£ (600) fC^V vC, Z^-0-^i-#^, 0*b< tt, R 622 -R 625 {*^T, ^K*J© 

[0117] *^K<D— O0^bV>S#^«ttVfi. ^(600) Kl:i3VvC\ R 614 «, yfc&g, 

yjgf, T^y^, Cl-4T/V=3r/V^, ^f-teci-4T/v^v-^£j;<9^&£tL-^ 

-c*>«fcv\ 7^/v^-efe«9, £«9#mxra\ (0 fcrnm. go ( v ') r^y 

(vi') Cl-2T/V"¥/l^ £fcte(ix') Cl-2T/V3=¥^^J:«9^$nTV^J: 
[0118] *&m<D&\<D—^m$\J,mmz£tl^ 5^(600) fcl*3Vvt\ r 614 «, y^-zvs, 
[0119] R 607 *5j;-a?R 609 «, 0*b<fi, **JJ§H\ *7tttCl-4T/V^/^ 
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[0120] R b0 li, 0*lXfcJ\ 

, (v') TK/m, (vi') Cl-2T/V^/V^, *fcfc£(ix') Cl^T/l^^gfcJ^BIfe* 

[0121] ^(600) tcjoVvt, 0i£L<te, r 607 *dJ:TO 609 «, **§1j§H\ /M^^yMi 1 , 

JSC l-4T/V^r/V^Sr^b, 
Cl-4T/V^r/VS, 

{^-e, ffrfE(D^*#^, asitjqggtfS^Stt, (0 *sts, go Anyyjif 

, (v') T^yS, (vi') Cl-2T/V^/«, £fcte(ix') Cl-2T/l^=^^^«t«9«^ 

[0122] 0^*LV^#^J;tL«\ ^(600) fcSSVvC, 

R 608 », 
Cl-4T/V=3r/VS, 
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(v') T^yl, (vi') ci-2T/v3v«, *fcriGx') ci-2T/^^^^J;«9mm$tv 

[0123] j&m<D—^&iZlA>W&i\Z£tlt£^ 5^(600) ^SoV^T, 

[0124] *mmz£zik&®<D£y&izvwk-&vskL,xH:, mmm\z&M£tiz>fc&to& 

it&m^ ^-£^1-27, 30, 31, 37—70, 73, 74, 81 — 179, ^1^181 — 22 
5frtoftZ>&£V)m$l&tlZ>o «£90*lXfi, 4, 6, 13, 16, 18, 27, 30, 3 

7, 49, 50, 51, 56, 66, 103, 110, 117, 126, 133, 140—145, 155, 158, 1 
59, 161, 162, 174—178, 181, 188, 192, 200, 202, $o£.Zf205X&& 0 
&££F£L<te, ^b-^37, 142, 178, 181, 188, 192, 200, 202, *5«fctJ*205-C& 
<5 0 

WffrS4&f3\ ffc£4&28, 29, 32—35, 71, 72, 75—78, $o£m80frht£%m£ 

vm$i£}v5 0 j^gmxra. it^m2s, 32, $o£.xf33xfoz> 0 
[0125] ihBmmMjmm^m 
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;v^;v^yfgtm^ y^^m, =t^?mi&, m&wt&. ^?s&*s, -^w 

[0126] ^ffli^fcMia^Mit 

5ffr6^f3\ 09;tfi, WO2000/43366SO j:l^WO2004/ / '018430^|E«(7)'K 

t* rfj|K£ti/ci £fcfs mfef- iot^s icwm-e%z> 0 
[0127] z^nAI 

Wb20] 
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[0128] ^(D^— Atc*3V^-Ctt, TfEOJ;5&2M?><£>&f&{£J;?>, n&)kirZ ) fc&yd$:& 

IC£<9 (XfBXfi(i)) , 771^— /Vfl^#:^#§o ^V^i#ibtbfcT/V=3-/VM^£3: 
(ID ^^ff^^LT. T/v^/vy^-^A^ (mten-^/vy^A) SrfN 

[0129] ^r— A2 
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Mb2i] 




[0130] T^^^H^tUfcT^y ^*#3rI&««L (_hfEX@(0) % #b^co-Tv-/V 

±tex@(iv))^t^j;f9, g ^^i-^3-T^/t°yv ? ^ii^#:^#§r^^s^§ o 

[0131] ^^r— ^>3joJ:rM 
A3: 

Mb22] 
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[0132] ^f— A31C*3V>T, ^^^-Cfe^^yn^^ft:^, W097/17329^-^^o 
T^^-e#5o 4-^^^dryy^M^^*^*^ fllfcfc^ Org. Synth. Col. Vol.3, 272 
(1955), Acta Chim. Hung., 112, 241 (1983) £fcteW098/47873^fBft<D'R 

yv?^^^ffl$«(-hfBXm(iii))^i^j;o-C, g«Ji!«^^^^« 

[0133] ^dp— ^4: 
Wb23] 




[0134] ^4^*5V^, ^^#:-I?^4-^nndryy^ag#:« N 0tRtf, WOOO/5 
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[0135] i>s5 




[0136] Ti-^/V-T^/-^^^^M^#:^)l^^S(^!)x.^hy^^hdr^K) 

[0137] ^=¥—^6 
Wb25] 
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R 3 O 



OH T)\,*Mt 



(i) 




R O 



R 5 ^^-NH 2 



(iii) 




(iv) 




A— ZH 

(v) 




R 48 «, I@(iii)<Dm^KJ^0ite^«U 

[0138] 4-^nndr-f-y^^fl^#:fi, J. Am. Chem. Soc, 68, 1299 (1946), J. Am. Chem. 

Soc, 68, 1305 (1946) ^/Jvtfg^ *?gmV¥. 17#, 150H, ^«J£ (1967^ 

f|^#:^fc{^^i-§3-T57t 0 y^fl^#:^ffl§«(±fEX@(v))^i:}3:J;o 
[0139] ^—^7 

Wb26] 

n 7 



R /9 



NC 



N0 2 



(i) 



;q^no 2 (,,) 



->49 



R 



II 

NH 2 



(iii) 



r— q i II j 

D 7 9 H 



(iv) 



'9 

R 



R 9 



WO 2005/080377 



62 



PCT/JP2005/002610 



[0140] o-~hn*;vtf>#m{b&& ^ ^T/v^/H^J m^if-^it^/v) bEift^ ( 
it(XfEX@(iii)) , #^>^c^^^ig^^*{^J {m%-&**c^mWM b£C 

mts^tz (xiExe(iv))„ nbtLtc?uti\i°y^^mmmm^x, mmfttm* ( 

y^^f|^#:^ffl$^ (XfEX@(v)) ^iaot, g ^^i-^^^?r^« 
[0141] £jcr= ^8 

o 

Mb27] 



O CI z" 




[0142] 4-^-??-yi?;>mmm^ m^utt—^3h^<fe^—j*4bmm<D^mz£ 
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sswit^mft&itmzitz (±iBx©(ii)) -yaot, b mt-r^^m^ 

[0143] 

o 

Wb28] 




H 



[0144] 6-^^nnt°y^y^, 5-^h^>^l^-2, 2-v^/V-[X 3]^ 

6-i^^MJS£i2r(XiEXMi)), St-»(^!)X.^220°C^T1B# 
ffl) L (_hlEX@(ii)) , #fe;fafcte^«M§fc»5c3!l (^1**1*^9$*? A/ 

2-^an^irV)^c^M^^^*5V^, mm%:£&W 

[0145] ^—^10 
Wb29] 
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[0146] i^3^L<^^— ^4^^oT^^$^c^/y^-6-^/^V^^/kf| 

V n (XfBX@(ii)) % #^^/V^V^f|^#:^^bT31^^*i^J (fll&tfl-^ 

yry-/V7K^p^/) £fflv ^TT^£*f ^-rs-t^oT (XfBx@(m)) , n-« 

[0147] £fc, N**emr^Kfl^f*TIE(Dj;55fc2iit)©jgB&^J;«9, @ WirTS^^ 

XMvi)) , @ w^-rs^^Sr^i-5-^^-et5o 

(ii) ^yy^-e-^/v^v^^^/vfi^^^T^-T^s^^^r (_liex@Gv)) 

^^^-*5v^-c, ig^^^(^!jx.«4-> ? ^/vT^yt°yv ? »#^T, 3-tKt^> 
try ^^sgtefefchMB ^i-§3-T^y ws?>nmft&ftm£it (X|ex@(v)) ^ 

[0148] All 

So 
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Wfc30] 




R 50 -R 53 ^, (i) GO ^n^VJJ§H\ (iii) ^T/S, Gv)~M^ ( v ) T^/S( 

^-er<DT^y^<Dl^c«2<D^K^J^^-^, Cl-4T/l^/VSfcfilfe&h/rV>Tt> 
£V\h (vi) C1-4T/V3VV^ (vii) C2-4T/V^/VS, (viii) C2-4T/V^r^7VS, 
(ix) C1-4T (x) Cl-4T/V^r/V^^-^, (xi) -CO-OR f S, *fcte\ (xii) 

[oi49] ^—j>>3iy^<^^—M,4{zm^xm^tifc6-^ti^yv>-mm^. mm 

[0150] v^r— ^12 
Wb31] 
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[oi5i] A3tu<}*^— j*4K%^xm&£fttc7-^tt*yvi^m{£&mmt}: 

[0152] A13 
Mfc32] 




Bxfct, *3r— A3— 10T?#e>H5>fb^KlSr^U 
[0153] T^y^^^nnT-fe^/^nyKWtffi^(±IBX©(i)) , #cv^-C#£>*b;fc 
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?^:/n5K) «rftsffl$it:5 (XiEXMiv)) i^J;^ j^mMW-^n^t 

[0154] ^=¥—^14 
Mfc33] 




[0155] ^3tiL<«^— A4^^oTM3a$tL/t^-yy^-7-^/^V^3i^/Vf| 

^M^^T/v^y^ (^xj»®Hby^^) ^fflv ^-c^y-;vn^m^\ ^ ( 

XfBX|i(ii)) % #e>^c^/v#V^M^f*^^L-CM^^^J (^!Jx.«l-^/v 
-S-CS-^^/VT^/^ntV^^/V^^^K^^^I^l-tKndrv/^^hyr 

[0156] ^c,N«mT5Kfl^f*«TfB(DJ:5^2iif9(D^^J:«9, gWirrM^IM: 
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(ii) *;]):/-7-%/^>'Wttt^/>&mfc&T>*~7bRj&£ik (_LIEX@Gv)) 

[0157] J»15 
Wb34] 




[0158] ^^hn^y-zkif^^ 31^^^^ (#!J;U3:N, N-^^/V^/VAT^K) 
Jg^^^S (^!l^f«^y^A) #^T, ^vvWmy K£SJ^£* (_h|BX@(i)) 

^yv^mm^mm^mm^^>^^myhvy^timm)xmmir^ 
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tizzy (±mjM(v®)^>v/>&(Di&v^&ft5o ^&vtc7^s—fr&m^tem 

[0159] 7&c— ^16 

o 




(i) 



[0160] A3t>L<te;Mr— A4^^oT^$^c6-^n^yy^f|^#:^ig^^ 

[0161] ^=¥—^17 

^p^^J;^b^^-$i3#iit-efe?»^t o y>?^fi^#:^ N ^-^17^ 

Mb36] 
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[oi62] 3-t\?u^yt°vi?^mmi*&, mm?mm* <,m%j&*?/—^/i£) BvmtKfo 
tBU&zitz (_hfBx@G0) ryaot, a w^-r^^^«r#^r^^-e#§ 0 

[0163] .Xdf— A18 
Mfc37] 
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o 

[0164] A19 

xwmx%% 0 

Mk38] 




(fjx.«l-^n^-2^nn-x^y) (_hlBX@ (i) ) fc<D^ #ib 

[0165] ikSMmmmzmmmm 

*&mK&z>fc&vote. so-trhnK&^x, mm^R&irTGF $ <Dftm&m& 

mm^, ^mmK^t^mtm^±m^x\^0^i<D^yv^mmm>^< 

tiM^mmiz.&^n&h, -rv-trhu^i v-c, ^-ttgf & (Dftm& 
[oi66] mmistc^&.ffivmxmMLfrx? ^ tgf # zmw-rz^tfem^m m& 

tct&yxfoZo 



WO 2005/080377 72 PCT/JP2005/002610 

[0167] *mmK$siirZ)ik&tfote. ^-vtfK&tfzmmikfcm&mm^vitifflk 

£5>ffr84&#, TGF/3 PlW^^±^-Cfe5^S©^B&*fcf*^^fflV^^^ 
[0168] ^kte^WteJ^fc^tt, A549»MV^^^*5V>T«BJ^itmP5.Wf^ 

[0169] ^MtJ;5ft^«©io^^, r.tl/^-Cld^Ifetl/TV^TGF-iS Pl*^ 

^fcnmmmmmm<^m<Dmm. k^^tcrnxmnx^^^tfimwistc &n*i- 
—tttttzmtRmtt, MX-tf. BMPiy^ Mz.Mi-^m^m^^n, bm 

(ALKl^oitKBMP^-r^IIWirT 0 ^— ) <Di&m&&m*l&&&MtflL& 
^tW^^^SSe (hereditary hemorrhagic telangiectasia) -^JK^ttJJrfr jfif ikffi jfig ( 
primary pulmonary hypertension) (D^^lC^<M:b5^£;& s ^l!££;h/TV><5 (J Soc 
Biol. 2002;196(l):53-8.) o ^MMt^<PB.Wi-§^^f«#:W#tt^ 

te, \k&%0l7S, 179, 181, 182, 184, 186, 187, 192, 194, 200—2 

02, 204—206, 217, 222, *3«tt/225dS#tf fetb5» 
[0170] £X)Wim\Z.mk-&tfol79, 181, 182, 184, 186, 187, 3oJ;T^205te\ WO03/ 
00660^fB«(D^»!j261*/c^^W!j269^1:b-<-C, Ml&MteitfzX£BMP4*y 
?^MZ.niT&WUfcf%<OWlf$&tvX\^tz. 0 mWkK, ^-^192, 194, 200, 201 
, 202, 204, 206, 217, 222, $5^1^225}*, WO03/00660i31fSft(Z)^»!l27 

[0171] u-c^o-c, *mmK£z>4k&mfe, tgf # pa*^^_h^-e$?§^m(D^i^ 
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[0172] ^*B#^*5V^-C, ITGF 0 MFJ btt. lM>;tMV0>— «T?&5TGF j3 <D, MJfo 

& j 3--rz>z.b$r£As-et£^ tgf # vmdmm±^x«&zm&(D^ffi~&tifemm 
j?msffi&istiz> 0 ^x\^m^bn, tgf ^mm^mm±^tcn^m±m^x 

*&m\zx.titt. tgf p mm^m±^n^m±m^h^>mm(Dmm^i 

[oi73] ^mmKXfrii^ ^mMKx^h^^tcnwm^m^w^ti^m.h^Ki-im 
mfm^^^mmMm^m^ti^o ^mmicx^mmMm^ tgf# 

o 

*mm<Dw\<D&tiv\mmiz.£tL\t, tgf $ mm^mm±^t'n^±^mx 
[0174] *mw<ow\<D&-£L\^mmz£ti\^ ^mmKx^t^^tc^mmm^m^ 

zm>^<femM^&&^xmm&mm£^%zt&^Asxt£%, m^mmx 
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[0175] *»Wi!l«t«'fb^tt, gPfcWgp WZSZ, WffifflBt**. ffiteWBt^ 

tt^j, iw«j, jnt^sk m^j, m&m. mfcMtez&m^xftmzxvmm-zz. 

b&X%% 0 

mBMtVX^ M?Lt£, fLUF. 7T^ff, y/Hfyk MiHir/Vo 

_htEa£ttsj{*. i^n^uiRa^ij, ph«^ij, gjj&fbsu swb&u 
mftztiK M^m^wo. 5-5om*%, 0*b<«i— 2om*%-e*>5o 
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x^ Q mmzfo^^-zmmmz.-tz>^b&^& 0 ^m^mm^^m 

[0177] &tc*mwfc£%ik&m&mffo<Dfo^mizm\<^w&, mm<DWMmiz.^x 
mm^mm^m^i-^^tci^mmi-^t^xt^o zl<d x^mm^^mm k 

pPift, 0*b<ttO. 01— 50.UM, £Wi£L<feO. 1 — 20»MX&& o 

[oi78] sir, mMWK£y*mm%£bKmmz.m.wirz>i)K ^mm^tih^mmm^ 
mM<vmmKmfe&ft%h<Dxnft\, \ 

[0179] TfBO £5 ^LT^^ ^^fr^^t^Lfc* 

<DM>9x&ofc 0 

[0180] z^rz ^ w&m 

4k&$}103— 108, 110, 111, 117, 119— 
121, 126, 130, 131, 133, 136—146, 
154—159, 162— 17 7 CO^^m^CO^-)^, 

2 : ^^#)52-^^100(D§^*it 

{fr^lOl, 102, 113, 114, 116, 118, 
123—125, 127, 128, 132, 134, 135, 
147—153, 160, 161C0^^m^(D^-m 

3 : {^^1,3,13, 15, 37,43—46,49,50, 

52—54, 81 — 91, 93—98, 103, 111, 115, 
117, 134, 135, 156, 157, 188 



WO 2005/080377 



76 



PCT/JP2005/002610 



4 : fl^^2, 4, 14, 16, 55—63, 101, 102, 

104, 105, 110, 114, 119, 130—133, 
150, 158—162, 170 

5 : fl^^28, 29, 71, 72 

6 : fl^#»23— 27, 38, 39, 41, 48, 51, 68— 70, 

100 

7 : lb-^32— 35, 75—78, 180 

8 : {b-a^330, 73, 121, 128 

9 : {b-a^31, 74 

10 : fl^^22, 65—66, 99, 146, 148, 149, 

152, 153 

11 : fl^^5— 12 

12 : ^-£^17—21, 106—108, 155, 163—169, 

171 — 177 

13 : 

14 : ^b-^^113, 116, 126, 127, 145, 147, 151, 

179, 185, 193, 194, 217 

15 : {b-^^118, 120, 123—125, 136—144, 178, 

181, 183, 184, 186, 190—192, 200— 
202, 205, 210, 213—216, 222, 225 

16 : 

17 : ik&mi5<DMftm&<D&)& 

18 : ^-6^182, 187, 203, 204, 206—208, 224 

19 : 4K^#)189. 209. 211. 212. 218— 221. 223 

[0181] mmmi: 5. Q-^^;v-3-(^^)>-A-4;v^r^y)-\2. 2'lhY'J^y(M 

mi 

2, 3-v^/V:7^(5. 0g)^T/V^V#H^T _ ev ; ^/^^^/V(75ml)^ 
mMls, 0°C-ei. 6M n-7*^-SUy^i?J*/^-y-^Bw(35. 7ml)^TLT, M 
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ffiTF2. 5B#|fflSt#Ufco W#-78°C^?£;fePU S^n^vVcn— 7vK20ml) 

bfc2-^T7t°y^(6. o g m&TU ^u-e3B#r B m#bfc 0 mj^m^tM-^ 

^fvy^i/-^-" i7v)-(2-t o yv7V)-^/>^l. 8 g , iR^l7%-e#fc 0 

(4, 5-v > ^/V^ 7 7^-2--f/V)-(2-t°yv > /V)-^/^(l. 6g), /V(15m 
1), 28%T>-^T^^(15ml)^W^A^, 160r^tfc}l#L7i o £fj£$t 

^y^u^h^yy^f—'Cmm:'r^tKX'05, 6-v^?VV-[2, 2']tffc°y> i ~VV-3 
/VSrl. 2g, iR*75%-e#7^ 0 
[0182] 5, 6-v^/V-[2, 2 , ]tft°y> ? ^/V-3-^-— /V(30mg) % 4-7nn3vy>(74m 
gh ^^ir^A(l47mg)^v ? ^/V^/V*^i/K(l. 5ml) ^JPx., 13O°C-e70# 

^^^/v^(D^jg^n^h^^---e*tM-r^^^J; t 9^S^t:^^2i 

rag, lDl^43%-e#fCo 

'H-NMRCCDCl , 400MHz) : 6 2. 39(s, 3H) , 2. 67 (s, 3H) , 6. 44(d, J = 5 

3 

. 2Hz, 1H), 7. 10(ddd, J = 7. 6, 4. 9, 1. 0Hz, 1H) , 7. 37 (s, 1H) , 7. 53- 
7. 60 (m, 2H), 7. 73(ddd, J = 8. 3, 6. 8, 1. 5Hz, 1H) , 7. 82 (d, J = 8. 0Hz 
, 1H), 8. 05 (d, J = 8. 6Hz, 1H), 8. 35 (dd, J = 8. 3, 1. 4Hz, 1H), 8. 48-8 
. 53 (m, 1H), 7. 57 (d, J = 5. 2Hz, 1H) 
Jffi5>#rfg(ESI-MS, m/z) :328(M+1) + 
[0183] mMM2 : 3-(6-yti^e-^r/V^-4-^/V^r^)-5. 6-v ? 7^-/V-f2. 2' 1 tf tfU 

4-^n^eT^y^(4. 5gK 5-(7Hr^^H^)-2, 2-^f^l, 
>--4, 6-^^(5. 4g) ^v^o^/l^— 7vK80ml)£r;&q*i, 80°c-em#li*1}f#L 
fc^, If7^/V(24. 2g)^Px., 220°C-e3B#r^it#bfc o S^fe^Sf-^£P 
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m-y'v^yv^&i. 57 g , u^27%xnt- 0 

1rZ)Zbiz£V)G-yvi*-4-?m*/Vl/&l. 43g, lW85%-e#7i 0 
[0184] 5, 6-> ? 7^-/V-[2, 2' ] \£\i°yz?~;V-3-3r—/V (500mg) , 6-^n^e-4-^nndr 
yy^(723mg) , RgkteispM2. 4g) , 4-v ? 7^/VT57fc°yv ? ^(916mg) t-vW 
/KX/^^K(25ml)^)P;t, lSOT^SBfP^ll^Uho S^^KM^ 

ti^h?7^—Xmmir&^bK£VmM<Dlk&m&886m^ i\zm87%xntc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 66(s, 3H) , 6. 44(d, J = 5 

3 

. 1Hz, 1H), 7. ll(ddd, J = 7. 6, 4. 6, 1. 0Hz, 1H), 7. 36 (s, 1H), 7. 61 (d 
dd, J = 7. 6, 7. 6, 1. 7Hz, 1H), 7. 79(dd, J = 8. 8, 2. 2Hz, 1H), 7. 84(d, J 
= 8. 0Hz, 1H), 7. 91 (d, J = 9. 0Hz, 1H), 8. 42-8. 47 (m, 1H) , 8. 52 (d, J 
= 2. 2Hz, 1H), 8. 55(d, J = 5. 4Hz, 1H) 
®jk$HJrlfi(ESI-MS, m/z) :406(M+1) + 
[0185] WfcM3: 5, Q-i/^?V-3-(Q-VV7;V^u^/V-^/V>-4-^/Vjr^y)-\2 

4-7nn-6-hy^/V^-a^/Vd f -/y>'(50mg), 5. 6-v^/V-[2. 2']tft°y> ? 
^/V-3-^-— /V(43mg) % 4-v > 7^-/VT^yt°y^>'(79mg) ^v^/K^/V^i/K 

(imi) \z.mmu mm^ i >^(2iim S )^ij\\K.±^iso°c{cx—mmw^tc 0 m& 
mj^TMm^^xmhtitdmm^^y—/>-^^/^^(Dmm^^b^y 
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'H-NMRCCDCl , 400MHz) : 5 2. 42 (s, 3H) , 2. 68 (s, 3H) , 6. 57 (d, J = 5 

3 

. 6Hz, 1H), 7. 09(ddd, J=l. 0, 4. 9, 7. 6Hz, 1H) , 7. 41 (s, 1H) , 7. 63 ( 
m, 1H), 7. 95-7. 97 (m, 2H) , 8. 28 (m, 2H) , 8. 67 (d, J = 5. 4Hz, 1H), 8 
. 73 (s, 1H) 

fCS^flrfitCESI-MS, m/z) :418(M + Na) + 
[0186] mMM4: 3-(6-^h^>-^7V>--4-^/T^h3r^)-5. 6-v^/V- f2. 2 , 1tffc p U 

4- 7<Hr^T~y^(l. 27g) , 5-^hdrv^^W^-2, 2->W/V-[l, 3]iWMf 
^-4, 6-^^d. 82g)^2-^°n^-?y— /K40ml) fcjgfllU 50°C^T2B#P B 1}f # 
LfCo ^i±T^^M^bT#^fcaS^--^-e^i-S^^t-J: ( 95-[ (4- 
^h^r^-^^^/VT^/)-^l^^]-2, 2-vW/V-[!U 3] v^^^^-4, 6-v^ 
^Srl. 98g, iDt^73%-e#fc 0 

5- [(4-^h^^-^^/VT5/)-^^W^]-2. lU 

, 6-^^(1. 28gh \?7^—/V(5. 2g) ^v^^/Vrc— ^/v(20ml) fcfiHHU 2 

^49%-C#fc 0 

6- ^ h^y-lU-^yV>-4-^ (398mg) ^-fyi/nfcVl^^VVT^ (3ml) IE 
«»U ^-=3rv-^b«9A/(lml)^Px., 100°ClCXimmMWVfc o ykfttT BCf&Wifc 

£fcfcl«fc!K 4-^nn-6-p<h^^/y^Sr375mg, JtZ^42%t?#fCo 
[0187] 4-^nn-6-^h=3rv^dr/IJ>-(270mg) N 5, 6-v ? ^^-/V-[2, 2 , ]tft°U> ? ^/V-3- 
/V(279mg) „ 4-v ? ^^/VT^/t°y vV(510mg) ^y^/KVV^v'K (4ml) 
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1 H-NMR(CDC1 , 400MHz) : 5 2. 39 (s, 3H) , 2. 66 (s, 3H) , 3. 95 (s, 3H) 

3 

, 6. 45(dd, J = 0. 7, 5. 1Hz, 1H), 7. ll(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H), 
7. 37 (s, 1H), 7. 39 (m, 1H) , 7. 57-7. 61 (m, 2H) , 7. 82 (dd, J=l. 0, 7. 
8Hz, 1H), 7. 99(d, J = 9. 3Hz, 1H) , 8. 44(d, J = 5. 1Hz, 1H) , 8. 50 (d, J 
= 4. 1Hz, 1H) 

ff*##ffK(ESI-MS, m/z) :380(M + Na) + 
[0188] ^MM5j 5. 6-> ? ^7V-3-(6-^^/V-^/';>--4-^/V^^)-r2. 2'1^ 

3-(6-^n^e-dryy^-4-^r/V^-^r^)-5, 6-v^/V-[2, 2']tfc°y^(30m 
g) , 7"h7^hy7^/V^^W?7^^A(9mg) , ^^^/V*^^(27mg) \CT 

mDSrflnfc. 70 < CT*3NF^m#bfc o ^K^P^^^/V 
4^3 lmg, l|X*100%-e#fc o 

1 H-NMR(CDC1 , 400MHz) : 6 2. 39(s, 3H) , 2. 67 (s, 3H) , 6. 47(d, J = 5 

3 

. 1Hz, 1H), 7. 09(ddd, J = 7. 3, 4. 9, 1. OHz, 1H), 7. 37-7. 43 (m, 2H) , 
7. 50 (dd, J = 7. 8, 7. 8Hz, 2H) , 7. 56(ddd, J = 7. 8, 7. 8, 2. OHz, 1H), 7 
. 76(d, J = 7. 3Hz, 2H), 7. 83(d, J = 8. OHz, 1H), 8. 01(dd, J = 9. 0, 2. 2 
Hz, 1H), 8. 11 (d, J = 8. 8Hz, 1H), 8. 48-8. 51 (m, 1H), 8. 54-8. 59 (m 
, 2H) 

SC*#*frtt(ESI-MS, m/z) :404(M+1) + 
[0189] gy&Mgj 5, Q-i/^?V-3-(Q-}£Vi/^-3-4/V-*;Vl/-4-4;Vtt^)-\2. 
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3-(6--?tt-3rJV>'-4-4/^tti/)-5, 6-^f^-[2, 2' ]tffc°y $^(30m 
gh ^h^^y^— ^7^?^A(9mg), 3-try-^/W*l?Bft(18nig) IC 
T/k=fV#H^T"eN, N-^^/l^KAT5:K(lmlh 2M^Bfc&y?.M<*§?fc(0 

. 5mi) ^jjuK., 70°c^3mmmwvtc o Eci&m&mu.iz%}M&, 7k^\\K.mm^ 

^^30mg, lR^100%-e#7^ o 

'H-NMRCCDCl , 400MHz): 8 2. 41(s, 3H) , 2. 67(s, 3H) , 6. 49(d, J = 5 

3 

. 4Hz, 1H), 7. 09(ddd, J = 7. 6, 4. 9, 1. OHz, 1H) , 7. 38-7. 46 (m, 2H) , 
7. 59(ddd, J = 7. 8, 7. 8, 2. OHz, 1H), 7. 85(ddd, J = 8. 0, 1. 2, 1. 2Hz, 1 
H), 7. 98 (dd, J = 8. 8, 2. 2Hz, 1H), 8. 02-8. 07(m, 1H), 8. 16(d,J = 8. 
8Hz, 1H), 8. 43-8. 47 (m, 1H), 8. 57(d, J = 2. OHz, 1H), 8. 60(d, J = 5. 
1Hz, 1H), 8. 65 (dd, J = 4. 9, 1. 7Hz, 1H), 9. 00(d, J=l. 7Hz, 1H) 
Wm^WflKESI-MS, m/z) :427(M + Na) + 
[0190] ^MMZj 5, 6-> ? ^^-/V-3-(6-b°'J> ? ^-4-^/V-^r/y^-4-^/V^-dr->)-r2. 

3-(6-^n^e-dr/y^-4-^r/V^-=3r>^)-5, 6-v^^VV-[2, 2' ]lffc°y v?;x(30m 
g) , TF7^MJ7x^;k*^y/N7^7^ (9mg) , 4-fc°y>vl^<7^(l8mg) K 
r/^V#H^T-CN, N-^^/l^/V AT^K (lml), 2M^^y7^^?g(0 

. 5mi) &jjt\x., 70°cx—mmwvtc o BU&m&&mzftM&. Tk&MZJgm^ 

16mg N lt2^55%-e#7ho 
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'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 67 (s, 3H) , 6. 49 (d, J = 5 

3 

. 4Hz, 1H), 7. 09(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 41 (s, 1H) , 7. 59 (d 
dd,J = 7. 6, 7. 6, 1. 7Hz, 1H) , 7. 68(dd, J = 4. 6, 1. 7Hz, 2H) , 7. 86 (d, J 
= 8. 0Hz, 1H), 8. 02 (dd, J = 8. 8, 2. 2Hz, 1H) , 8. 16 (d, J = 8. 8Hz, 1H) 
, 8. 40-8. 45 (m, 1H), 8. 61 (d, J = 5. 1Hz, 1H), 8. 66 (d, J = 2. 2Hz, 1H) 
, 8. 73 (dd, J = 6. 4, 1. 7Hz, 2H) 
®*^Wfft(ESI-MS, m/z) :405(M+1) + 
[0191] ^WiM8: 5. 6--J^/U-3-(6-o-hV/^-^-/V>-4-^/U^iy)-[2. 2'ltflf 

3-(6-^n^e-dryy^-4-^/V^v^)-5, 6->W/V-[2 N 2']lft o y^(30m 
g) , Th7^hV7^/^*7^>s<7i?VJ*(9mg) , 4-^/1^:7^ /k^>7^(30 
mg) ^T/P-=fV#HMT"eN, N-^f /^AT^Kdml) , 2M^fifcfry<?^C 
mmiO. 5mDSr*n^ 70°C-e3B#ra^#Lfc o HJ^^fi^zfePfL tK^P^ 

m^/>-eifomufc&. mm^/^m^iNm.mxmmv^ ^m^m^/vxm 

m<Dih^-^31m^ i|X*100%-e#7t o 

'H-NMRCCDCl , 400MHz) : 8 2. 39 (s, 3H) , 2. 43 (s, 3H) , 2. 67 (s, 3H) 

3 

, 6. 46(d, J = 5. 1Hz, 1H), 7. 09(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 30(d 
, J = 7. 8Hz, 2H), 7. 39 (s, 1H) , 7. 56(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H) , 7 
. 66(d, J = 8. OHz, 2H), 7. 83(d, J = 7. 8Hz, 1H), 8. 00(dd, J = 8. 8, 2. 0 
Hz, 1H), 8. 10(d, J = 8. 8Hz, 1H), 8. 49-8. 54(m, 2H) , 8. 55(d, J = 5. 1 
Hz, 1H) 

fCm^#Tfit(ESI-MS, m/z) :418(M+l) + 
[0192] mmM9: 2-f4-(5. 6-v ? ^/V-f2. 2' 1 \?&)i?>-3-<4/]>'tti<')^*/V>-6 

3-(6-^n^E— 3rSV>-4-4/Vtti/)-5, 6-vy^vV-[2, 2' ]tffc 0 y vV(30m 
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gh Thy^hV^^/^^-7^^<y^^(9m S ), 2-T$/:7;n~/M*«7^(30m 
g ) ^T/V^V#H^T-eN N N-^f Z^AT^K (1ml) , 2M^i^7^i.*^ 

m(o. 5mi) &m?l, 70°c-e3B#r^^#bf' o 5Lf&w&&mz&m&. 7k&Mx.mm 

j!Itf>fb-^£31mg, iui^ioo%-e#7t 0 

'H-NMRCCDCl , 400MHz) : 8 2. 39 (s, 3H) , 2. 66 (s, 3H) , 3. 83(brs, 2 

3 

H), 6. 47 (d, J = 5. 1Hz, 1H) , 6. 82(dd, J = 8. 0, 1. 0Hz, 1H) , 6. 88(ddd 
, J = 8. 6, 8. 6, 1. 2Hz, 1H), 7. 08-7. 13 (m, 1H) , 7. 18-7. 26 (m, 2H) , 

7. 37(s, 1H), 7. 57(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H), 7. 82(ddd, J = 8. 1, 

8. 1, 1. 2Hz, 1H), 7. 87(dd, J = 8. 8, 2. 0Hz, 1H), 8. 11 (d, J = 8. 8Hz, 1 
H), 8. 43 (d, J = 2. OHz, 1H), 8. 49-8. 52 (m, 1H), 8. 59(d, J = 5. 2Hz, 1 
H) 

K*^Wfft(ESI-MS, m/z) :441(M + Na) + 
[0193] ^JfeMlOj 3-f4-(5. 6-jy^/V-\'2. 2 , 1tfT^V^-3-^/V^-^»-^/U^- 

e-^/H-^^T^ak^io) 

3-(6-^n^-dryy>--4-^/V^v^)-5, 6-v^/V-[2, 2']tftry^(30m 
gh ^h^^hy^^/V^^^/^^^Omg), 3-T^y^^— /U^m—7K 
^P^)(34mg) ^T/V^V#H^,T"eN, N-i^^/V*/KkT^K(lml) „ 

'H-NMRCCDCl , 400MHz) : 5 2. 40 (s, 3H) , 2. 67 (s, 3H) , 3. 80(brs, 2 
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H), 6. 45 (d, J = 5. 1Hz, 1H) , 6. 70-6. 76 (m, 1H), 7. 02-7. 17(m, 3H) 
, 7. 26-7. 31 (m, 1H) , 7. 38 (s, 1H) , 7. 57(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1 
H), 7. 83 (d, J = 8. 0Hz, 1H) , 7. 98 (dd, J = 8. 8, 2. OHz, 1H), 8. 09 (d, J 
= 8. 8Hz, 1H), 8. 47-8. 54 (m, 2H) , 8. 56 (d, J = 5. 4Hz, 1H) 
©S5HJr|g(ESI-MS, m/z) :441(M + Na) + 

[0194] mmmn ■. 3-f4-(5. q-^^;v-\2. 2' itf try ^-z-^M^y)-*;^- 

3-(6-^n^-dr/y^-4-^/V^-drv^)-5, 6->^^vV-[2, 2']tffc o y> ? :/(30m 
g) , Th7^M)7x-/V*^7^y^7^^^ (9mg) , 3-fcKndrV^3i— /VJj^gfe ( 
31mg) ^T/V^V#ffl^,T-eN, N-vW/VjJvV (lml). 2M&m#VVJ* 
Tkmmio. SmDSrJp^ 70°C-e3fl#fljf #Ui 0 KJfcScSr^aici'&SlfK tK^Px. 

^vm**x»mwum, m^mm-rhv^xm.m^tco mfcrmm^^xn 

3tm<D1t&Va&3im&, iWioo%~e#fco 

1 H-NMR(CDC1 , 400MHz): 8 2. 33(s, 3H) , 2. 61(s, 3H) , 6. 40(d, J = 5 

3 

. 1Hz, 1H), 6. 77-6. 84 (m, 1H), 7. 06(ddd, J = 7. 6, 4. 9, 1. OHz, 1H), 
7. 18-7. 34 (m, 4H) , 7. 55(ddd, J = 7. 8, 7. 8, 2. OHz, 1H) , 7. 79 (ddd, J 
= 8. 0, 1. O, 1. OHz, 1H), 7. 93 (dd, J = 9. 0, 2. 2Hz, 1H), 8. 09(d, J = 8 
. 8Hz, 1H), 8. 42-8. 47 (m, 1H) , 8. 53(d, J = 5. 4Hz, 1H), 8. 57 (d, J = 2 
. 2Hz, 1H) 

Jffi5>#rfit(ESI-MS, m/z) :420(M+1) + 
[0195] mMMl2: 4-f4-(5. 6--J^/V-[2. 2 , 1tffc p y^-3->f/W^-^»-^/y> / - 

Q-dJkl -7*- i^zJk (W&Mi 1 2) 

3-(6-^n^-dr/y^-4-^/V^i/)-5, 6-v^/V-[2, 2']tffc°y> ? ;x(30m 
gh Thy^hVy^/V-^y-f^<y^9^(9mg), 4-fcKndrV73i— /V^^B6( 
31mg) ^T/VrfV#ffl^T"t?N, N-v?p<^/V^/VAT5:K(lml). 2M^^#y?A 
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7kmm(o. 5mi) ^mtl, 70°c-e3B#r^jt#b7t o m&m&^mabim.. tk^wk. 
^ivm^T^m^vkM., &ymmrvvt7J>rx*mmjZo w&rmm^m^xm 

'H-NMRCCDCl , 400MHz) : 8 2. 38 (s, 3H) , 2. 65 (s, 3H) , 6. 46 (d, J = 5 

3 

. 1Hz, 1H), 6. 95 (d, J = 8. 5Hz, 2H) , 7. ll(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1 
H), 7. 39 (s, 1H), 7. 54-7. 64 (m, 3H) , 7. 85(d, J = 8. 1Hz, 1H), 7. 95 ( 
dd, J = 8. 8, 2. 0Hz, 1H), 8. 09 (d, J = 8. 8Hz, 1H) , 8. 48-8. 51 (m, 2H), 
8. 54 (d, J = 5. 1Hz, 1H) 
©*3HJrfB(ESI-MS, m/z) :420(M+1) + 
[0196] mmim3: 3-(7^PP^/V^-4->f/]^^)-5, Q-i??j-/V-\2, 
^(^4»13) 

5, 6-v ? ^/V-[2. 2']tft°yv > ^/V-3-^-— /V(50mg), 4. ( 
99mg)^^ir^A(244mg)t3:v ; ^/V^/^^>K(2. 5ml) Sr^Px., 130 < C'C 
3H#Hgj£#U 4, 7-> ? ^nn^/y^(99mg)^$^f^Px.T130 o C-e3B#^il#brt 

^-Tirh^^(D-#jg^n-^h^^— -eltM-r^^^i-i^^M^^^^SOmg, 
lDt*88%t?#fCo 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 66(s, 3H) , 6. 41 (d, J = 5 

3 

. 1Hz, 1H), 7. 09(ddd, J = 7. 3, 4. 6, 1. 0Hz, 1H), 7. 38 (s, 1H), 7. 51 (d 
d, J = 9. 0, 2. 2Hz, 1H), 7. 58(ddd, J = 8. 0, 8. 0, 2. 0Hz, 1H), 7. 82(dd 
d, J = 8. 1, 1. 0, 1. 0Hz, 1H), 8. 03(d, J = 2. 0Hz, 1H), 8. 29(d, J = 8. 8H 
z, 1H), 8. 40-8. 45 (m, 1H), 8. 55 (d, J = 5. 1Hz, 1H) 
SC*#*frtt(ESI-MS, m/z) :362(M+1) + 
[0197] gHfe0t|14: 3- ^-4-^71^-3^) -5. 6-^f-^[2. 2'] Wj 
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^(>ffrfr«?n.4) 

3-ZfttT~VX5. 0g)^2-^°ti/V— /K90ml)SrJD^ 70°C-e}l#U£^ib 

x., 70 o c-e3B#r^m#bfc o Kj&^^M^sm, wfflUfc*£tSi&«Etu 

±fB^a^^^fVm^/K26. 2g) . ^x=/l/x-r;l/ (75ml) ?rjjPi, 230°C 

^j:«97-7V^-4-^nndf-/y^2. 40g, l&^42%-e#7c 0 
[0198] 5, 6-v^/V-[2. 2 ' ] fcf t°U^=/V-3-^-— /V (500mg) , 

yy^(723mg) N m.Wtm/VM2. 4g) , 4-v^/VT5/t°y vV(916mg) 
/V^/V/^^K(25ml)^Px., 130°C-e5H#rBm#b/t o Kj£^^&^?ft£P^ 

1 H-NMR(CDC1 , 400MHz) : 8 2. 40(s, 3H) , 2. 66(s, 3H) , 6. 43(d, J = 5 

3 

. 1Hz, 1H), 7. 09 (dd, J = 7. 6, 4. 6Hz, 1H), 7. 38 (s, 1H), 7. 58(ddd, J = 
7. 8, 7. 8, 1. 7Hz, 1H), 7. 64(dd, J = 9. 0, 1. 7Hz, 1H), 7. 82(d, J = 8. 1 
Hz, 1H), 8. 20-8. 25 (m, 2H), 8. 41-8. 45 (m, 1H), 8. 55 (d, J = 5. 1Hz 
, 1H) 

ffm^#Hi(ESI-MS, m/z) :406(M+l) + 
[0199] WfcM 15: 5 , 6-^f;W3- ( 7-hV7/^ti ^;V-^t /V ly-A-4;V^jy) - \ 
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5, 6-v^/V-[2, 2']tft 0 Uv ; ^7V-3-^-— /V(50mg), 4-^nn-7-hU^/V^- 
np^vl^ap-yy^ (1 16mg) , l^irv^A (244mg) ^v^/l^/^^K (2. 5ml) 
^PX., 130°C-e3B#^^#L, 4-^at2-7-hy^/^a^/kdryy^(ii6mg)^ 

j£^*px.-ci3o°c-e30#^^#Lfc o Ki^n^uK^an^ 7k&Mz.mm^/\- 

'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 67(s, 3H) , 6. 52(d, J = 5 

3 

. 4Hz, 1H), 7. 09(ddd, J = 7. 4, 4. 7, 1. 1Hz, 1H) , 7. 40 (s, 1H) , 7. 60 (d 
dd, J = 7. 8, 7. 8, 1. 7Hz, 1H), 7. 73 (dd, J = 8. 8, 1. 7Hz, 1H) , 7. 86 (dd 
d, J = 7. 8, 1. 0, 1. OHz, 1H), 8. 35 (s, 1H) , 8. 37-8. 41 (m, 1H) , 8. 49 ( 
d, J = 8. 8Hz, 1H), 8. 65 (d, J = 5. 1Hz, 1H) 
SA:$MJffii(ESI-MS, m/z) :396(M+1) + 
[0200] ^1fe#ll6: 3-(7-^h^-^r/y^-4-^/V^-=3r-»-5. Q-i/^/V-\2. 2'ltft:° 
U^(>fh^l6) 

3-^Hf'XT=!Jy(l. 23gh 5-*HrSo^W'-2 % 2-^^/V-[l, 3]i^h^ 
>--4, 6-^^(1. 90g) ^2-^°n/-?y— /K40mD K3g#U 70°C^TlB#5gif # 

bfc„ ^i£T^^W*b-c#b^ca^^-^/v-e^i-6^t^J;«95-[ (3- 

^h=3rv'-7^^/VT57)-^^^]-2, 2->W/V-[l, 3] ^^^-4, 6-v^ 
V5rl. 22g, lR^44%-e#^ 0 

5- [(3-^h=3rv'-7^7VT^y)-^l/>']-2 > 2-vW/V-[l, 3] ^^1^-4, 

6- ^^(1. 22g), tf^^/V(5. lg^v^cn^/Vrc— ^/V(l5ml)^^U 22 
0°C^T1. 51^11 #Uc 0 SjS«^^)«^7-/V-^nn^/^^(D^7^^n 
^h^7^— -CWS-r^-ir^i^^ 7-^h^>-lH-dr/y^-4-^->-^394mg, 
^51%^r#rt 0 

7-^h^i/-lH-dr/y>--4-^-^ (394mg) ^^y^ntVVxf ;V7$y (3ml) tC 
ffiliSU ^^^«9A/(lml)^Px., 100 o C^TlH#r H m#b^ o tR^TS^^ 
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it^j;«9, 4-^t2n-7-^hdf-^yy>^312mg N lW72%-C#fc 0 
[0201] 4-^nn-7-^h^r^yy^(170mg) „ 5, 6->0^/V-[2, 2' ]trt 0 y>^W-3- 
/V(176mg) , 4-^^/VT^/t°y v ? ^(322mg) ^> ? ^^-/^/V^i/K(2ml) 
S«fi?U ^^^>^A(860mg)^Px.fcmi30T:^-C-i^m#b/t o ^M«£P 

irWM-r^^^J:^, ^M^b^?r273mg, W87%-e#7t 0 
'H-NMRCCDCl , 400MHz) : 5 2. 39 (s, 3H) , 2. 66 (s, 3H) , 3. 96 (d, J=l 

3 

. 2Hz, 3H), 6. 34 (dd, J = 2. 2, 5. 4Hz, 1H), 7. 10 (m, 1H), 7. 21 (m, 1H 
), 7. 36(s, 1H), 7. 40(m, 1H), 7. 57(m, 1H), 7. 8l(dd, J=l. 2, 8. 1Hz 
, 1H), 8. 23 (dd, J=l. 5, 9. 3Hz, 1H), 8. 48-8. 49 (m, 2H) 
fCft5>#rfg(ESI-MS, m/z) :380(M + Na) + 
[0202] mmi¥M7: 5. 6-^^/V-3-(7-^^/V-^/y^-4-^/]^¥^)-r2. 2'1tf 

3-(7-^n^-dryy^-4-^/V^-=¥v')-5, 6->W/V-[2, 2' ]tf t°y vV(30m 
g) , ^h^^hy^^— ;V^7-fy/^^^A(9mg) , ^ai— /^«>^(27mg) KT 
/VdV#H^f^N, N-^^;^;V^7^K(lml) , 2M^^y>7A7K^-S(0. 5 
mD^Px., 70°C-e5B#^m#bf' o SJ&$££^i&fc#*|IgL 7k&j}\\X.mWt^^ 

e^^^y^^^p^T/v^ytt^L. mm^^xmmu mm^^m^x 

-B^j£r30mg, l|5l*100%-e#7to 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 67(s, 3H) , 6. 44(d, J = 5 

3 

. 2Hz, 1H), 7. 10(ddd, J = 7. 3, 4. 6, 1. 0Hz, 1H) , 7. 39-7. 45 (m, 2H), 
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7. 51 (dd, J = 7. 8, 7. 8Hz, 2H) , 7. 58(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H) , 7 
. 75-7. 79 (m, 2H), 7. 82-7. 87 (m, 2H) , 8. 27 (d, J=l. 7Hz, 1H) , 8. 41 
(d, J = 8. 6Hz, 1H), 8. 50-8. 53 (m, 1H) , 8. 59 (d, J = 5. 4Hz, 1H) 
®*^-*T'ft(ESI-MS ) m/z) :426(M + Na) + 
[0203] mMMl8: 5. 6-i?*^/]^3-(7-}?Vl?>'-3-^/\^SV>-4-^/l'tti/)-[2 
a 2H^b P 'J^(>fh^»18) 

3-(7-^n^-dr/y^-4-^/V^v-)-5, 6-i^^/V-[2, 2' ]tf t°y vV(30m 
g) , Th7^M)7x^;V*^7^y^7^!>A (9mg) , 3-\*Vi?A*fc&Wl(18mz) 
T/Vrf>#ffl^,T^N, N-vW/l^/V (lml). 2M^^#!J^-M<^^(0 
. 5ml)&;bq;U 70°C-e5H#^Jt#b7t o SJ&»^?a^£PfL *Srin^B^I^ 

^^30mg, IR^100%-C#fc„ 

X H-NMR(CDC1 , 400MHz): 8 2. 41 (s, 3H) , 2. 68(s, 3H) , 6. 47 (d, J = 5 

3 

. 1Hz, 1H), 7. 10(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H), 7. 40 (s, 1H), 7. 44 (d 
dd, J = 7. 8, 4. 9, 0. 7Hz, 1H) , 7. 59(ddd, J = 8. 1, 8. 1, 2. 0Hz, 1H) , 7. 
81 (dd, J = 8. 8, 2. OHz, 1H) , 7. 86 (d, J = 8. 0Hz, 1H) , 8. 05 (dd, J = 8. 0 
, 2. 4Hz, 1H), 8. 27(d, J=l. 5Hz, 1H) , 8. 45-8. 50(m, 2H) , 8. 61 (d, J 
= 5. 4Hz, 1H), 8. 67 (dd, J = 4. 9, 1. 7Hz, 1H) , 9. 03 (d, J=l. 5Hz, 1H) 
fCS5>#rfiI(ESI-MS, m/z) :427(M + Na) + 
[0204] mmmi9: 5. 6-i?*^S^3-(7-}?Vl?^-4-^/l^SV>-4-^/l'tt*/)-\'2 
a 2Htffc p U^W>fteM&19) 

3-(7-^n^-dr/y^-4-^/V^-drv^)-5, 6-v^/V-[2, 2']tffc°y^(30m 
g) , Th5**hVZ?^A*i^7>(>s<5ityM9inz) , 4-t°yv ? /V*^^(18mg) 

. 5ml) 7O°C-e50#r^^#b7t o £f.J«c£r^3fi^?£*PfL zKSrJD^.ffffll^ 
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'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 68 (s, 3H) , 6. 48 (d, J = 5 

3 

. 1Hz, 1H), 7. 10(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H), 7. 41 (s, 1H), 7. 60(d 
dd, J = 7. 8, 7. 8, 1. 7Hz, 1H), 7. 68(dd, J = 4. 6, 1. 7Hz, 2H) , 7. 82-7. 
88 (m, 2H), 8. 34(d, J = 2. OHz, 1H), 8. 45-8. 50(m, 2H) , 8. 62(d, J = 5 
. 2Hz, 1H), 8. 74(dd, J = 4. 6, 1. 7Hz, 2H) 
HA^flffiKESI-MS, m/z) :427(M + Na) + 
[0205] ^lfe^'120: 5. 6-^^7V-3-(7-v-hV/V-^-/V>-4-^/V^-^)-\'2. 2'ltf 

tru^(>fh^20) 

3-(7-y^^e-^/V>-4-4/V^iy)-5, 6-v ? ^^/V-[2. 2' ] If try vV(30m 
gh xh^^MJ7«/V^^W^^A(9mg), 4-^/V^— /1^?&(30 
mg) f3:T/V^V#H^iT"eN, N-^f/V*;W^K(lml), 2M^^U^A^K 
^«(0. 5ml) ^JPx., 70°C-e5B#r 3 m#b7t o S^^^M^, ^R^PX.^ 

'H-NMRCCDCl , 400MHz) : 8 2. 40 (s, 3H) , 2. 43 (s, 3H) , 2. 67 (s, 3H) 

3 

, 6. 42(d, J = 5. 1Hz, 1H), 7. 10(ddd, J = 7. 6, 4. 9, 1. OHz, 1H), 7. 32(d 
, J = 7. 8Hz, 2H), 7. 38 (s, 1H) , 7. 58(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H) , 7 
. 67(d, J = 8. OHz, 2H), 7. 80-7. 86(m, 2H) , 8. 25(d, J=l. 5Hz, 1H), 8 
. 39(d, J = 8. 8Hz, 1H), 8. 50-8. 54(m, 1H) , 8. 58(d, J = 5. 1Hz, 1H) 
®*^Wfit(ESI-MS, m/z) :440(M + Na) + 
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[0206] ■■ 3-f4-(5. Q-jy^;V-\2. 2' Itf t°U i/^-3-^/Vtti/)-*/V^- 

3- (7-^n^e-dryy^-4-^/V^^)-5, 6-v^/V-[2, 2' ]tft°U vV(30m 
g) ^ TF7^Mj7i^;V*^7^y^7^^A (9mg) , 3-T5/:7;n— /Mj^gg— tK 
^P#)(34mg) tiT/V=fV#tS^T"CN. N-^^/l^/VAT5K(lmlh 2M|^77 
^^mm(0. 5ml) ^Px.. 7O°C-e50#P^^#b/c o BOS^^^ML * 

^•/v-t?^#-L/t 0 *jB^^^7jy7A^p^.T/i-7jytt^L, mm^^-cmmu 

1 H-NMR(CDC1 , 400MHz) : 6 2. 39 (s, 3H) , 2. 67 (s, 3H) , 3. 8l(brs, 2 

3 

H), 6. 43(d, J = 5. 1Hz, 1H), 6. 74(ddd, J = 8. 0, 2. 2, 1. OHz, 1H) , 7. 0 
5-7. 18 (m, 3H), 7. 29 (dd, J = 8. 1, 8. 1Hz, 1H), 7. 38 (s, 1H), 7. 58 (dd 
d, J = 7. 8, 7. 8, 2. OHz, 1H), 7. 80(dd, J = 8. 8, 2. OHz, 1H), 7. 84 (d, J 
= 7. 8Hz, 1H), 8. 23(d, J=l. 7Hz, 1H), 8. 37(d, J = 8. 6Hz, 1H), 8. 50 
-8. 54 (m, 1H), 8. 58(d, J = 5. 1Hz, 1H) 
Wm^fffit(ESI-MS, m/z) :441(M + Na) + 
[0207] mmM22: 4-(5. 6-^^/V-f2. 2^W^PJ>-Z-^ ;V**^)-7-*V*^-* 

4- T^y-2-?ih^-^M^m ^f;Vx^T;Kl. 07g) „ 5-^b^-y^\y>-2 

„ 2-v ? ^/V-[l, 3]^^r^>--4, 6-^^(1. Og) S^-^t^V— ;V (20ml) \C 

Xm^ir^tKX'O, 4-[(2, 2-^^-4, 6-i?tty~lU 3] 
4VT^^)-T^-2-^h^y~^M^m ^;V^^t;V^1. 71g N i|Jl^95 

4-[(2 % 2->W/V-4, 6-Wy-[l, 3W^^-5-^Vf^^/V)-T% 
y]-2-^h^rv^-^S#^ p^VVo^VKl. 70g). tT7ai=i/V(4. 76g)^> ? ^ai 
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z^/V^— 7vKl5ml) fclRtBU 240°C^TlB#^it#bfc o mUK^m, flfML 
«9A/(2. 5ml)^Px.-ClOO < C^-C20#F^^#Lfc o MJ£TM££r^Uc:fL fctfi 

[0208] 4-^ n h^f ^-^7 U j^/Vo^tvv ( 1 20mg) 

/K6ml) fc*g#?U 28%T^^T7K(6ml)^Px.-C40 c C^-C— M#bfc 0 MJE 

— -C)|*§H-£^U:«9, 4-ycin-7-yhdr^-dr/y^-6-^/V^V^ T5K&91 

mg, iW80%-e#/c o 

4-^nn-7-yh^-^/y^-6-#/V#V^ T5K (9 lmg) „ 5, 6-v^/V-[2 
, 2']^t°y> ? ^/V-3-^-— /V(115mg), 4-v ? ^/VT^yt°y> ? >'(141mg)^> ? y 
^•7V^/V^v^K(3ml) mi£A?U ^^ir> /, 7A(375mg)^P^rtmi30 o C^T— 

-C*tMi-^<k^J;«9, ^M^^^^33mg, W22%-e#fc 0 
'H-NMRCCDCl , 400MHz) : 8 2. 40 (s, 3H) , 2. 67 (s, 3H) , 4. 13 (s, 3H) 

3 

, 5. 92 (m, 1H), 6. 39 (d, J = 5. 4Hz, 1H) , 7. 08 (ddd, J=l. 2, 4. 9, 7. 6H 
z, 1H), 7. 36 (s, 1H), 7. 56-7. 63 (m, 2H) , 7. 76 (m, 1H), 7. 90 (m, 1H) 
, 8. 40 (m, 1H), 8. 54 (d, J = 5. 6Hz, 1H) , 9. 27 (d, J=l. 0Hz, 1H) 
®m^fffit(ESI-MS, m/z) :423(M + Na) + 
[0209] mmM23: 4-(5. 6— :WvW2. 2'1^'J^-3-^t^)-^f /yy( 
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>ffrfr&»23) 

2-T^/^&#^*?vK2. 0g)^/VAT5:K(12ml)^Px., 160^^ gfejf# 

^mxnbnfcmmz.^/v^y^tt'/vT^a. Q&^^smwxz. 8 g ) 
mmrx2mmmw^tc 0 Rf^m^uK^mu ^ucismwtm- 

^SV>&1. 03g, l|X^60%-e#fci o 

5, 6-vW/V-[2, 2'lWlJv 5 — 7V-3-^— /K50mg), 4-^nndf-f-^y^(82 
mg), ^^i?v^^(244mg)^^/V;*/V*^K(2. 5ml) &1)UZ., 120°C-e— 

^£27mg, lR*33%^#fc 0 

1 H-NMR(CDCl , 400MHz) : 8 2. 41(s, 3H) , 2. 63(s, 3H) , 7. 04 (ddd, J 

3 

= 7. 6, 4. 9, 1. 2Hz, 1H), 7. 49 (s, 1H) , 7. 58-7. 68 (s, 2H) , 7. 86-8. 0 
0(m, 3H), 8. 18 (d, J=4. 6Hz, 1H) , 8. 35(d, J = 8. 1Hz, 1H) , 8. 63 (s, 1 
H) 

IfA^rfiltESI-MS, m/z) :351(M + Na) + 
[0210] ^1ife#l24: 6-^pp-4-(5. 6-v ? ^^/V-f2. 2' 

±yy_^ilia^24} 

2-T^y-5-^nn-^.i,#^ ^^-/Vrc^^/k (400mg) ^/}vVi»T5K (4ml) £r#P 
X. N ^^n^^-^S^®^fflV^220 o C^T20^r H m#b/ > c o _LfBSJ££H?) 

*(DJ®»ffiv^TS^-2y^5/^•^fort 0 w 

mbfc^^^^lL^-^/V-e^LfCo #fetbfc^(l. 19g)«M^*tMi-§^ 
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±.Wr?&btlfd&Mi<D— §B(300mg) \Z.*MV7n}?;V^;VT^y(l. 45ml) \C 

u ^mm^mm^^xmrn^tc^ mm^/^m&Tkxm&u m^m-rhv 

mm^^h^y^4—XmMir^t^>0^ 4, 6-^tm-3-7-yy^2rl51mg, Jfc 
^46%-C#fc 0 

[0211] 4, 6-^i3n^^-i/y^(66mg) , 5, 6-v ? ^/V-[2, 2']tft°y ^/W3-t- 
/W66mg), 4-v ? ^/VT$7t°yv ? ^(121mg)^l, 2-^nn^ytV(l. 5ml) 

^^99mg, lt2^83%-C#fc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 42 (s, 3H) , 2. 64 (s, 3H) , 7. 08 (m, 1H 

3 

), 7. 48 (s, 1H), 7. 67 (m, 1H), 7. 83(ddd, J = 0. 7, 2. 4, 9. 0Hz, 1H), 7. 
92(d, J = 9. 0Hz, 1H), 8. 02(dd, J=l. O, 8. 1Hz, 1H) , 8. 17(s, 1H) , 8. 
36 (m, 1H), 8. 61 (s, 1H) 
ffS##f{ii(ESI-MS, m/z) :385(M + Na) + 
[0212] mmM25: 6-^p^-4-(5, 6-i?^/V-[2. 2' 1 JVir^^-^t 

2-T^/-5-;/n^e-^S#g£ ^yvcn^^yk (400mg) t^^/VAT^K (4ml) & 

ttmud&&&zm^~T/i'-?^vtt 0 mhtitcMiMi (968m g ) n^mm-r^ 

±fB-C#fetl/fejfifS«>— §B(300mg) ^i^y^ntf/V^/KT^U. 16ml) 

tt^mVOA;{0. 62ml) ^Px., 100°C^T2B#^Jt#b7t o jfcEETSSK 
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g, iR*i8%-e#/t 0 

[0213] 6-^n^e-4-^na-dr^y^^(69mg) , 5. 6-v^/V-[2, 2' ]tffc°JJ v^/V-3 
/V(57mgh 4-i^^/VT5:/t o yvV(104mg)^:L (1. 
5ml) 130°C^TlH#r^it#brt o ^?&^£P^ KJ&*fcfc:£&Bbk3f*^h 

m&^j— ^-^uu^v^comm^^b^y^— xmm-r^tK^, mm 

'H-NMRCCDCl , 400MHz) : 8 2. 42 (s, 3H) , 2. 65 (s, 3H) , 7. 08 (m, 1H 

3 

), 7. 48(s, 1H), 7. 68(m, 1H), 7. 85(d, J = 8. 8Hz, 1H), 7. 97(ddd, J = 0 
. 7, 2. 2, 8. 8Hz, 1H), 8. 02(d, J = 7. 8Hz, 1H), 8. 18(m, 1H), 8. 54(d, 
J = 2. OHz, 1H), 8. 62 (s, 1H) 
Wm^WflKESI-MS, m/z) :429(M + Na) + 
[0214] mMM26: 4-(5. 6-vW/V-f2. 2' Itf ^V^-3-^/V:fr^>0^-;*fc^>--^r 

-7-yy>-aK^#j26) 

5-^h^rv/-2-— hP-^ft#gi(3. 2g)^N, N-^^/V*/W>>T5K(60ml) ^ 
^^y^A(5. 61gh 3^^f/K5. 05ml)^Px.^a^-C-M#L 

mm^r^b^-^^^^y^u^b^y^—xmm-r^tKxio, 5-^* 

^--2-^bv-^M^m ^/V^TsrsVtt. 38g N l|Jl^99%-e#/t 0 

5-^hdri/-2-^hn-^S#^ ^f/vx7T/V(3. 38g) ^N, N-v^/V^JvV 
^T5K (34ml) KmmU hy^/VT5^(7ml). 20%7k^b^7> ? ^ (340mg) 
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[0215] 2-T57-5-^h :3 rv'-^-&#^ ^;V^7cr;V (400mg) ^/Jvl^T^K (4ml) % 
-5-^3f~>-^&#gft 7^VV^^/V(100mgX2, 350mgX5)SrfflV>T|Rj#l3l 

JhfB-e#^>tb^S»— SP(lg) ^> ? ^y7°afcV^^/kT^^(4. 94ml) fdSSigb 
, tti^&4W)M2. 65ml) ^JPx., 100°C\CXmmmW^fz. o mj±TWM&^£: 

ucm. KftTBu&mtt&unz.. Tkm&mmTkm-i-hvv^Mmxtpftiu 
m^mk^^xmm^tM, mm^/^m^xm^u myKm.m^-hv^xM 
mi-fco MJ±T^m&^^xnhntcmw&^y—^-?vti7fr/vj>>^<Dmm?v 

-rW^A— XmW:i-Z>~t\Z-£V)^ 4-^nn-6-^h= 3 rv^-^r^-y^^^304mg, U 

m69% (2*^s7) xmtio 

[0216] 4-ynn-6-yhdf^-^r~7-yy^(40mg) , 5, 6-5W/W[2, 2' ]bf 

2>-^r—;V (41mg) , 4-v ? y^/VT^yt°y v 5 ^ (75mg) ^v^^/WVl^^K (1ml) 

^?§$?u ^ii-feiyr>A(2oimg)^px.ri^i3o o c^-c— M#brh 0 'mma^n 

-effiMi-^iri-J:^, ^M^b^^27mg, W35%^#7i 0 
'H-NMRlCDCl , 400MHz) : 8 2. 42 (s, 3H) , 2. 64 (s, 3H) , 3. 96 (s, 3H) 

3 

, 7. 07(m, 1H), 7. 50(s, 1H) , 7. 52(dd, J = 2. 9, 9. 3Hz, 1H) , 7. 60 (d, J 
= 2. 7Hz, 1H), 7. 64(ddd, J=l. 7, 7. 8, 7. 8Hz, 1H) , 7. 88(d, J = 9. 0Hz 
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, 1H), 7. 93 (d, J = 7. 8Hz, 1H) , 8. 24 (d, J=4. 1Hz, 1H) , 8. 51 (s, 1H) 
J£fi#<lH£(ESI-MS, m/z) :381(M + Na) + 
[0217] ^ijM27j 4-(5. 6-v ? ^/V-f2. 2 HlftfU ^-3-^/1^-3^) -6. 7— 
^-^r-7-yy^aK^#l27) 

5, 6-v^^-/V-[2. 2']tft°yv 5 ^/V-3-^-— /V(50mg), 4-^nn-6, 7-v^h 
^>^yy^(169mg), ^^ir^^(244mg)^v ? ^/V^/V* :3 rv'K(2. 5ml) 
l20°C-e-»#b7^ o SJ£ftg^S.^?ft«, TKSriW^ift^/V'CtA 

^JH©fb<a^«r79mg, Jfc**81%-C#;fco 

'H-NMRCCDCl , 400MHz) : 8 2. 41 (s, 3H) , 2. 63 (s, 3H) , 4. 03 (s, 3H) 

3 

, 4. 05 (s, 3H), 7. 06(ddd, 7. 6, 4. 9, 1. 2Hz, 1H), 7. 28 (s, 1H), 7. 50 (s 
, 1H), 7. 55(s, 1H), 7. 62(ddd, J = 7. 6, 4. 9, 1. 7Hz, 1H), 7. 89(d, J = 7 
. 8Hz, 1H), 8. 26 (d, J=4. 1Hz, 1H), 8. 48 (s, 1H) 
®*^Wffi(ESI-MS, m/z) :411(M + Na) + 
[0218] mmi¥\\28 : 5. 6-^f/W3- (^"^ 7 [3, 2-bl t°'J ^-7-HVl^-dF- yp -f2. 2 ' 1 
tfb°y> ? >-^K^#)28) 

l-(3-T^7-^^^^-2-^/V)-3i^y^(423mg) Sr^h9fcKti79V (30ml) 
f£i§ft?U =« ^^/V^^/V(3ml) , ~7-hy^^h=3f->'K(640mg)^Px., gift 

^nn^/VA^(D^Jg^n^h^^— TittSt-rS^-^ 4H-^/[3, 2-b] 
t°y^ > >'-7-^-^^95mg, l|X^21%-e#fc 0 

4H-^/[3, 2-b]t°yv > ^-7-^(94mg) tv ? -fy^°nt 0 /V^^-/VT5^(2ml 
)fcl«&»U ^ift5//(0. 5ml) ioo°c^Tin#r H m#ufc 0 tK^TC 
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ISltS^ita^ 7-^DD-fxy[3, 2-b]t°y> ? >'^84mg, U^79%Xntz. 0 
[0219] 7-^nn-fxy[3, 2-b]try vV(43mg) , 5, 6-vW/V-[2, 2' ]tft°y>^/V 
/V(51mg) „ 4— ^^/WT^/try^OSmg) ^So^/K^l^^K ( 1 . 
5ml) fcig#U ^^iriy>A(248mg)^Px.^l30 o C^T— M#bfc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 66(s, 3H) , 6. 49(d, J = 5 

3 

. 4Hz, 1H), 7. 12 (dd, J = 4. 9, 6. 8Hz, 1H) , 7. 39 (s, 1H) , 7. 61-7. 65 ( 
m, 2H), 7. 79(d, J = 5. 6Hz, 1H), 7. 90 (m, 1H) , 8. 40(dd, J = 0. 7, 5. 6 
Hz, 1H), 8. 44 (m, 1H) 

S:fc$MJffii(ESI-MS, m/z) :356(M+Na) + 
[0220] mmm29: 5. Q-jy^;V-3-(2-7^=-;V-^'^/\3. 2-b1fcrU^-7-^/W^ 
^)-f2, 2 , ltft p U^(>fh^29) 

1- (3-T5:/-5-^^^/V-^^-^ai^-2--f/V) -ajr;^ (640mg) Sr^f^tKn 
7*71/ (30ml) teSI$?U m^vVa^yvV (3ml) N ^hy ?A?*h3f (640mg) 

&7uufr/VJ*-eiifc : ftirZ>Z.bK£<Q, 2-^ai=/^-4H-^^y[3 N 2-b]t°y> ? ^-7- 
^£r462mg, lW69%-e#fc 0 

2- ^cn^/V-4H-^-^y[3, 2-b]t°y> ? ^-7-^-^(493mg) fcS^y^PteVVcn 
^VVT^(4ml)l;:«$»U ttismWAsil. 5ml) ^Px., 100°C^-C30£ff9if 

^h? : 774—Xmm-rZ>-blZ.£<0, 7-9nn-2-7^~J>V-^^S[.^ 2-b]fc°yv^ 
£r390mg, MS73%-e#fc 0 
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[0221] 7-^nn-2-7i^-fx/[3, 2-b]t o yvV(50mg) „ 5, 6-v^/V-[2, 2' ] 
tft°yv?^/V-3-^-— /K41mg) , 4-^^VKT^/fc°yv?:/(75mg) SrvW/KVV 
#rif^K(l. 5ml) |C»#U ^^-fe^^(199mg)^Px.r5:#130 o C^T— BfeJt 

'H-NMRCCDCl , 400MHz): 6 2. 41(s, 3H) , 2. 67(s, 3H) , 6. 46(d, J = 5 

3 

. 9Hz, 1H), 7. 13(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 41 (s, 1H) , 7. 42- 
7. 52 (m, 3H), 7. 65(ddd, J=l. 7, 7. 8, 7. 8Hz, 1H) , 7. 76 (m, 2H) , 7. 8 
3(s, 1H), 7. 93(d, J = 7. 8Hz, 1H), 8. 36(d, J = 5. 9Hz, 1H) , 8. 46 (d, J = 
4. 4Hz, 1H) 

ftM^WffiCESI-MS, m/z) :432(M + Na) + 

Mt#il30: 4-(5. 6-^^/V-f2. 2^\f\i^PJ>-3-^;V^r^)-\l. 51 
y_2>Hlla^l3Q) 

[1, 5]^7^y^^-4-^"— /K200mg)£Sfrfb^-^ /K3. Qml) IC!R»U -tt 
lDt^62%-e#fc 0 

4-^pn-[l, 5]^:7^-yvV(41mgh 5, 6-v^VV-[2, 2' ] tffc°yv^/V-3- 
2}"— /V(20mgh 4-^^/VT5yt°y vV(37mgh £^i?v"7^ (98mg) £r>^ 
;^;^>K(1. 5ml)^^U 140 < C^T24^^^U^ o ^.^M^, 
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£r7mg, I|»21%~e#fc 0 

1 H-NMR(CDC1 , 400MHz) : 8 2. 38 (s, 3H) , 2. 66 (s, 3H) , 6. 65 (d, J = 5 

3 

. 2Hz, 1H), 7. 04 (m, 1H), 7. 41 (s, 1H), 7. 51 (m, 1H), 7. 68 (dd, J = 8. 
4, 4. OHz, 1H), 7. 96 (d, J = 8. OHz, 1H), 8. 36 (dd, J = 8. 4, 2. OHz, 1H) 
, 8. 41 (d, J = 4. OHz, 1H), 8. 60(d, J = 5. 2Hz, 1H), 9. 01 (dd, J=4. 0, 1 
. 6Hz, 1H) 

fCm^#rfit(ESI-MS, m/z) :351(M + Na) + 
[0222] ^Hfefiai 31: 4- ( 5 a 6~vW/V- [ 2 , 2 ' 1 WJ - [ 1 , 6l ±2± 

U^(^#?31) 

4- T57-2, 6-^nnt°!Jv 5 y(l. 76g), 5-p«h^V^U^-2. 2-v^/V—El 
„ 3]v^3r1^-4, 6-^^(2. 05g) &2-:7W V— /V(50ml) &£$3$?U 70°CM 

[1. 2>Wtty-Z/-4^ 6-z?^T>$:3. 21g. I|Jl#94%-e#/to 

5- [(2, 6-v > ^nn-t°y^^-4--f/VT5y)-^^W^]-2, 2-v^/V-[l, 3]S? 
^"^rf-^-4, e-v^^d. 03g), fV^^/V(5. lg) ^v^a^/l^— 7VKl7ml) 

220°C^T2B#P H Hf #Ut Q ^S^£PfL WMUt|£,r H ^>I&U ^nn 

_h|E-e#btbfc^^ (0. 58g)^N, N-v ? ^/k*/^T^K(12ml)^^U 
xf^7^(l. 5ml), 20%7K^k/^v ?, >A(0. 48g) ^Px.7K*^#HMT 

[0223] AiW^^hfhtdBM^M V7tt°/V^/VT^ (3ml) fc^JBU tt^mtV A/ 
(0. 7ml) ^PX., 100°C^T4H#p E gj!#U-c o 7K^TOJ£^-*^P;t, *Jg££t 
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Onn-[l, 6]-7":7^y>V(39mgh 5, 6->W/V-[2, 2']lft 0 y^;V-3- 
/V (47mg) „ 4-v ? y^/kT^yt°y> ; V (86mg) ^y^/l^VMJ^v-R (1ml) K 
^^ir^A(229mg)^Px.^l30°C^-C— Bfe}f#Uc 0 ^fi^^ft 

tfMb^^70mg, iR*92%-e#/t 0 

'H-NMRCCDCl , 400MHz) : 8 2. 42(s, 3H) , 2. 67(s, 3H) , 6. 52(d, J = 5 

3 

. 4Hz, 1H), 7. 09(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 43 (s, 1H) , 7. 62 (d 
dd, J = 2. 0, 7. 8, 7. 8Hz, 1H) , 7. 87(d, J = 5. 9Hz, 1H) , 7. 92(d, J = 8. 1 
Hz, 1H), 8. 35 (m, 1H) , 8. 71 (d, J = 5. 4Hz, 1H), 8. 79 (d, J = 5. 9Hz, 1 
H), 9. 78 (s, 1H) 

ff*5>#pfit(ESI-MS, m/z) :351(M + Na) + 
[0224] mMM32: 5. 6-v ? ^/V-3-(^-^7f2. 3-d1fcTU$^-4->f > /W^-^»-r2. 2 

2-T57-^-^-^^^-3-^7/V^V^ ^^-/Vrc^^/V(400mg) jCtfvUAT^K (4m 
DSriP^ ^-ry^^-^^g^ffiV^T220 o C^T20^r H 1^t#b^: o _hfE£C 

fc&jmx.jfmmz:*?;— /^x^^/^xmmu m^^M-rhv^-^x^m 

bfc 0 Mj±T^^^bT#^fcaS(l. 28g)^M^*tB«^^^<^^H 

±mX^hthfc.mU(D— $P (300mg) y^ntW^/VT^ ( 1 . 72ml) 
»»U tt^mWAsiO. 92ml) ^Px., 100^ 11^59 jf#Uc 0 ^i±T^ 

^*Ltf, yK^-rm.^Am-^m^ y^m^mm.T^m^'Y^^TKmmx^ 

^jgyn^h^^— xmm-i-ZZ-tKXV^ 4-ynn-^y[2, 3-d]t°y$v^l 
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51mg, I&^49% (2ZSr*/Zf) X^tc 
[0225] [2, 3-d]fc°y5vV(40mg) , 5, 6-^f^-[2, 2']tft°IJ^- 

3-^~— /V (47mg) „ 4-v ? ^^/VT^yt°y (86mg) £r^^/K*/V^v"K(lml) 
fcigflPU ^^-fev/->A(229mg)^Px.fc^l30°C^-C— ife^#Lfc 0 ^UiC^M 

^ m^m^m^ ^mm^^^/^xmrni^tc^ ^cm^/w^ji^. m 
mm^^y—^-^^^^mm^^h^yy^—xMmir^tKX'o.m 

H?>fb-^£62mg, lR^81%-e#/t 0 

'H-NMRCCDCl , 400MHz) : 8 2. 41 (s, 3H) , 2. 64(s, 3H) , 7. 11 (dd, J = 

3 

5. 1, 6. 6Hz, 1H), 7. 47(m, 1H) , 7. 49(s, 1H) , 7. 55 (d, J = 5. 9Hz, 1H) 
, 7. 67(ddd, J = l. 7, 7. 6, 7. 8Hz, 1H), 7. 93(d, J = 8. 1Hz, 1H) , 8. 32(d 
, J=4. 1Hz, 1H), 8. 47 (s, 1H) 
S:fc$MJffii(ESI-MS, m/z) :357(M+Na) + 
[0226] mmm33: 5. 6^2*±Zk=3=£±^/]jL 2-dlb°'J$^-4-^/V^-^>-)-r2. 2 

'im^({h^33) 

3-T57-^^-7a:>'-2-^/V^V^ ^^•/V^^7"/V(400mg) ^/Vi»T5K (4m 
D&tm*., ^-r^^ ^ 7^-^^®^fflV^T220 o C^T20^r H 1^t#b/ > c o _hfE£C 

_hfB-e#^tv/taS<^— £ R (400mg) ^v^y^otW^/VT^ (2. 29ml) K 
mMU ttismW/vil. 22ml) ^PX., 100°C^TlR#^it#Lfc o «£ET?&jK 

^(D^jg^n^h^y^— -eWM-r^-^i-J:^^ 4-^nn-fxy[3, 2-d]fc°y5v ? 
^167mg, l|Jl^61%(2^^)-e#fc 0 
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[0227] 4-^nn-^-3z7[3, 2-d]fc°y$vV(35mg) , 5, 6-v^/V-[2, 2']\f\?Vi?=- 
;V-?»-^-—;V (41mg) , 4-vW/VT57 fcfU >V (75mg) S^^/l^l^^VK (1 
ml) fcigftlU ^^^A(229mg)^Px./>^130°C^-C— Sfe^#b/' 0 ^Mt- 

'H-NMRCCDCl , 400MHz) : 6 2. 41 (s, 3H) , 2. 64 (s, 3H) , 7. 09 (m, 1H 

3 

), 7. 50 (s, 1H), 7. 53 (d, J = 5. 4Hz, 1H) , 7. 66(ddd, J=l. 7, 7. 8, 7. 8H 
z, 1H), 7. 96(d, J = 5. 6Hz, 1H) , 7. 98 (s, 1H) , 8. 28(d, J = 4. 1Hz, 1H) 
, 8. 58 (s, 1H) 

OTr^flrfilCESI-MS, m/z) :357(M + Na) + 
[0228] jlMMi 5, 6-^^-3-(5-^/V-^3i/r2, 3-d]tf 
^)-f2, 2H^^(-f h ^34) 

2-T57-4-^^-/V-^^-^m^-3-^7/V#V^ ;^/K^;*7vK400mg) 
^T^K (4ml) SriPx., W^n^ai— :/SJS^S£fflV>T220°C^T20^1if #L 

_hfB-e#^tb/caS<^— §R (300mg) ^^y^ntW^^/VT^^ (1. 57ml) 
IBHSU ^v^t^/utt). 84ml) &Mx., 100^TlR#P^#Uc o fcftEET*jK 

^O^jg^n^h^^— -effi^i-§r^^J;«9, 4-^nn-5-^^/V-^^7[2, 3- 

d]try^>'Sr23iiiig. W87% (2^y^) -e#fco 

[0229] 4-^oo-5->f;M 1 xy[2, 3-d]try^^(35m«) „ 5, 6-v^/V-[2. 2' ] 
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\?t°Vi?^/V-3-$r— /V(38mg) , 4-v^^V^T5/t°y vV(69mg) £rv^/V;VV 
'H-NMRCCDCl , 400MHz) : 8 2. 41 (s, 3H) , 2. 56 (d, J=l. 2Hz, 3H) , 2 

3 

. 63(s, 3H), 7. 02(d, J = 0. 7Hz, 1H), 7. ll(dd, J = 6. 1, 6. 3Hz, 1H) , 7 
. 46(s, 1H), 7. 66(dd, J = 7. 6, 7. 8Hz, 1H) , 7. 89(d, J = 8. 1Hz, 1H) , 8 
. 34 (d, J = 4. 1Hz, 1H), 8. 44 (s, 1H) 
®A3ttJf{B(ESI-MS, m/z) :371(M + Na) + 
[0230] ^^135: 3~(5. 6-v ? ^^/V-^^/f2. 3-d1fcTi;$^-^4-^/^^)-5> 6- 

2^±zk^L2, 2 , ltftrv^(>fh^35) 

2-T5/-4, 5-^^-7V—^-^-7^^-3-^77V'^V^ xf/kxX7/k(i. 00g)£r 
*/K£>T^K(5. 0ml)»:£8»U 18O°C^-C150#F^^#Lfc o ifi*«bfct, 

£«95, 6-v ? ^^-/V-lH-^-^7[2, 3-d]t°U$v ? ^-4-^->'^689mg, U^71%X 

5, 6-> ? ^^7V-lH-^^y[2 N 3-d]t°y^v ? ^-4-^->'(200mg)^^^— IV 
(2. 5ml)^^§U rtL^N, N-v ? ^/^/kAT^K(2^)^Px.llO c C^-C30# 

/V-^y[2, 3-d]t°y5vV£r205mg, JDt^93%-C#fco 
[0231] 4-^nn-5, [2, 3-d] t°y$vV (40mg) , 5, 6-v^/V-[2 

, 2']^t°y^/V-3-^-— 7V(20mg), 4-v ? ^/VT^yfc°y> ? ^(37mg)^l, 2-v? 
^nn^y(l. 5ml)fc:«S»U 140°C^T3B#^Jt#b/'o ^M^SH^ 
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Omg, lR^55%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 39 (s, 3H) , 2. 43 (s, 3H) , 2. 48 (s, 3H) 

3 

, 2. 61 (s, 3H), 7. 09 (m, 1H), 7. 43 (s, 1H), 7. 64(ddd, J = 7. 6, 7. 6, 2. 
OHz, 1H), 7. 83 (d, J = 8. OHz, 1H) , 8. 35 (m, 2H) 
Wm^WfiKESI-MS, m/z) :385(M + Na) + 
[0232] WfaM37: 3-(6. 7-v ? ^h^rv--^-/U^-4-^/V^-^-'»-6-^^/V-r2. 2'"lfcT 

2-^n^et o yv ? ^(500mg)^h^tK^7^(15ml) fci£fl?U -78°C^T1. 58 

a^VK7/K79— /V(350mg)^PX., ^^H^ll«^#Uci 0 HJ^IS^tK^P 

/V) -t°y vV-2— f/V-^/— /V£r214mg, JjJl^37%-e#7t 0 
(5-^^/v-^7^-2-^/V) -M°Vi/^-2-4/V-^;—;V (214mg) %?uu°fc;V 

^mvtcm.mm^w^Tm^xmhtit^m^mm^^^^>m<Dm 
m^^h^9y4—xmmir^ticx<o, 79^-2— r/v)-t°y> ? >'-2 

— r/V-^^y^l61mg, ltX^76%-C#7to 

(5-^^-/k-^7>--2-^/V) -try vV-2-^yv-^y^ (160mg) /V (3 

ml) fcag&BU 28%T^^T^K(3ml)^Px., *fW t t , 160 < C(3lT— BfeS£#Lfc 0 

•CHIJi-t-SrfctCt?), 6-^^/V-[2. 2']t't°y> ? ^/V-3-^-— /V^104mg % i&^6 
5%-e#fCo 

[0233] 4-^nn-6, 7-v ? ^hdf-iy^-yy^(167mg) „ 6-^/v-[2, 2']t*t°yv^/V-3- 
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Or— As (50mg) „ 7 tf U (30. 5mg) ^^/K^/V^iXK (5ml) 

fci£«?U &mti/VM81. 5mg)^P^.130 o C^-C— Sfe^#Lfc 0 ^M^SP^ 

'H-NMR^DCl , 400MHz): 8 1. 41 (t, J = 7. 6Hz, 3H) , 3. 00(q, J = 7. 6 

3 

Hz, 2H), 4. 02 (s, 3H), 4. 03 (s, 3H) , 6. 37 (d, J = 5. 4Hz, 1H) , 7. 13 (dd 
d, J=l. 0, 4. 6, 7. 6Hz, 1H), 7. 33(d, J = 8. 5Hz, 1H), 7. 37(s, 1H) , 7. 
54 (s, 1H), 7. 55(d, J = 7. 6Hz, 1H) , 7. 62(ddd,J=l. 7, 7. 8, 7. 8Hz, 1 
H), 7. 82(ddd, J=l. 0, 1. 0, 8. OHz, 1H), 8. 40 (d, J = 5. 4Hz, 1H) , 8. 4 
8(m, 1H) 

S:fc$MJffii(ESI-MS, m/z) :410(M+Na) + 
[0234] mmM\38: 4-(5, 6. 5'-HJ^/W2» 2 H ^fcW^-3-^/1^^:/) y 

2-^n^e-5-t°=iy^(l. 5g) ^T/V=?V#H^T"e^^h7tKn^7^(40ml) 
i^^U-78°Cei. 6M n-zf^-M)^J^/^^^m (5. 6ml) 3r$ftTUfc 
-78°C-e30^#bfc o S^t-*l7K^h7tKn^7^(20ml) ^#?Lfc4, 5 

-tfit^ttw (4, 5-^^/v^7>--2— r/v)-(5-7^/v-t°y> ? ^-2— r 

fl^-ttS— /V^855mg, l|Jl^44%-e#/to 
[0235] (4, 5-v > 7^/V^7>'-2--f/V)-(5-7^-/V-t 0 yv ? ^-2--r/V)-7^/— /V(850 
mg )^nn^A(40ral) ^?§fi?U ~^Ht^^#V(3. 4g) ^:M^:Ur^— Sfejl 
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- (5-*7-/V-t°V vV-2— <;V) -yyv^788mg, lW93%-C#fc 0 
(4 x 5— ;V) - ( 5-^^/V-t°U ( 780mg 
/V(7ml), 28%T>^^T7k?§^(7ml)£itW^AtU 160°C-e— Bfe 

2, 2']t- , t o yv ? ^/V-3-^-— /V^529mg, lR*68%-e#fc 0 
[0236] 5, 6, 5'-by^vV— [2, 2' ]tT t°y v^/V-3-:^— /V(20mg) „ A-pvm^^/V 
^(31mg)^^ir^^(9i mg )^^^ / v^ / v^^>'K(lml)^P^ N 120°C-e 

(D^^^13mg, W41%-e#7t 0 

'H-NMRCCDCl , 400MHz) : 8 2. 19 (s, 3H) , 2. 40 (s, 3H) , 2. 63 (s, 3H) 

3 

, 7. 42 (d, J = 8. 0Hz, 1H), 7. 46 (s, 1H), 7. 64 (dd, J = 7. 6, 7. 6Hz, 1H) 
, 7. 84(d, J = 8. OHz, 1H), 7. 90(dd, J = 8. 0, 8. OHz, 1H), 7. 97(d, J = 8 
. 6Hz, 1H), 8. 02 (s, 1H), 8. 37 (d, J = 8. OHz, 1H) , 8. 63 (s, 1H) 
Wm^WflKESI-MS, m/z) :365(M + Na) + 
[0237] mMM39: 6-^h^r^-4-(5. 6. 5' -hV^/U-[2. 2 Htft°y ^-3-^7^3^ 
)-^-/y>-ah^#)39) 

4-ynn-6-yh^-dr^-yyy(40mg), 5, 6, 5'-byy^vV-[2, 2']lffc°yv^ 
/V-3-^-— /V(44mg) , 4-v ? y^/kT5yt°y> ? ^(75mg) ^v^/K^/V^^K ( 1 
ml) {£i§ft?U ^^ir^^(201mg)^P^/>mi30°C^-C— M#b7t 0 gi&fil 

'H-NMRCCDCl , 400MHz) : 8 2. 22 (s, 3H) , 2. 41 (s, 3H) , 2. 63 (s, 3H) 

3 

, 3. 98 (s, 3H), 7. 45 (s, 1H) , 7. 47 (s, 1H) , 7. 53 (dd, J = 2. 9, 9. 3Hz, 1 
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H), 7. 64 (d, J = 2. 7Hz, 1H) , 7. 84 (d, J = 8. 1Hz, 1H) , 7. 88(d,J = 9. OH 
z, 1H), 8. 11 (s, 1H), 8. 51 (s, 1H) 
SCft##HE(ESI-MS, m/z) :395(M + Na) + 
[0238] 33fcM41 : 6, 7-> ? ^h^r'>-4-(5, 6, 6'-hV^7V-[2. 2* Itf t°'J vV-3-^<7V 

^^)-^yy^gh^4i) 

2-^a^e-6-t°n y > ( l . 5 g )^T/V=?V#fflMT"e^h7tKn^^^(40ml) 
«IU-78 < Ct?l. 6M n-y^/VV^J^(D^^->mW.{5. 6ml) &$*TUfcf|, - 
78 o C-C30^it#bfc: o ^h^tKn^^>-(20ml) ^?§$?U/c4, &-^?*?->vy>vy 3 y 

#itu ^jET^^*bT#6>tL7tas^7K^px., g^^/v-e^mu^ 

«9(4, 5-i/^/vy?l/-2-4/V)-{Q-^;V-\i°yi/>2-4;V)-^;-- /V&l. 4g 
, lR^74%-C#fc 0 

(4. 5-i/^/vyy>-2-4^)-{Q-^/v-\i°yi?i/-2-^;v)-^;-- 4g 

fc^, Mi-^^b-^^xi. 8g)^px.—ifejt#b/c 0 Rj^m^y4bmmu 
mm^m^rmmm^x (4, 5-^^77^-2-^) - (6-^/v-t°y ^v- 

2-^/V) -7^/^£8 1 5mg, I«58%-?#7i 0 
(4 „ 5-v ? ^^/V^^^-2-^/k) - (6-7^/V-t°y vV-2-^|7k) -29 Sis (8 1 Omg 
/K7ml), 28%T^^T*|§}R(7ml)^W^AiK 160°C-e— m 

mm^/^<D%7j*yu^hy~yy4—xmm-rz)Z.bK£.<95, 6. 6'-hy^/v-[ 

2, 2']tft°y^/V-3-^-— /V^753mg, U^93%Xntc 0 
[0239] 5, 6, 6'-by^/V-[2 N 2' ] tf fc°y ^/I^3-t- /V(40mg) „ 4-^nn-6, 7- 
v ? ^h^r^^yy>'(126mg) , ^tgfcfei^A (183mg) fc^^/K^^M** (2ml 
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m-r&^t k x <o mmco^^22mg , W2 9 % xmt- 0 

1 H-NMR(CDC1 , 400MHz) : 8 1. 90 (s, 3H) , 2. 40 (s, 3H) , 2. 62 (s, 3H) 

3 

, 4. 04(s, 3H), 4. 06(s, 3H) , 6. 87(d, J = 7. 8Hz, 1H), 7. 29(s, 1H), 7. 
47(s, 1H), 7. 51(dd, J = 7. 8, 7. 8Hz, 1H), 7. 58(s, 1H), 7. 79(d, J = 7. 
8Hz, 1H), 8. 45 (s, 1H) 

fCm^#Ffg(ESI-MS, m/z) :425(M + Na) + 
[0240] M^il43: 5. Q-V^;V-3-(*;V>-A-4/Vtt^)-\2. 3' Itf t°U y^^h-fr 
#?43) 

2, 3-v ? ^^/V^7^(5g)^T/V^V#H^T-e> ? ^/^^^/^(75ml) fc^A? 
UOTO. 6M n-^/VU^^A(D^drih^^(35. 7ml) SrffiTbT. MUT 
2. 5mmWtWlsf'o ^©i-78tl^*PL, Sfcn^vvcn— ^/K20ml) fc$gfl?Ufc3 

-^r/t°y^(6. o g )^MTb, si&-c3n#raj£#ufc 0 Ks^m^m^m^x^ 

&#ltU 2Mig^-epH5^bT^nn/^7^-Cttmb7 v c^, ^nn^g^l:* 

^-g^^^-/v^(Z)^7^^n^h^7^— -effiMi-^^i:^ j;«9 (4, 5-v^/i^7 
^-2— (A>)-(3-]?yi?A>)-**S:/&l. 9g, iR^18%-e#^:o 

(4, b-xy^;V-7^-2-^;V)-{3-\i 0 ^J;V)-^^{l. 8g) , /V(30m 
1), 28%T>-«T7K^(30ml)^W^Atl^ 160°C-e^!&}f #Lfc 0 

3-^*— /VSrl. lg, ltX^63%-C#/Co 
[0241] 5, 6-vWvV-[2. 3']-tflfy^/V-3-^-— /V(50mg) „ A-^nn^/^ (123 
mg), 4-vW/VT5/t°yvV(92mg)^l, (2. 5ml) ^Px. 

, i30°c-e-ife^#b^c o s^siai^lt, Tk^p^g^^^/v^ttmb, 
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'H-NMRCCDCl , 400MHz): 6 2. 34 (s, 3H) , 2. 61 (s, 3H) , 6. 42 (d, J = 5 

3 

. 1Hz, 1H), 7. 19 (dd, J = 8. 1, 4. 9Hz, 1H) , 7. 30 (s, 1H) , 7. 57(ddd, J = 
8. O, 6. 8, 1. 2Hz, 1H), 7. 74(ddd, J = 8. 6, 6. 8, 1. 8Hz, 1H), 8. 05 (d, J 
= 8. 6Hz, 1H), 8. 16(ddd, 8. 1, 2. 0, 2. 0Hz, 1H), 8. 32(dd, J = 8. 5, 1. 
OHz, 1H), 8. 45 (dd, J = 4. 9, 1. 7Hz, 1H), 8. 60 (d, J = 5. 2Hz, 1H), 9. 1 
2(d, J=l. 7Hz, 1H) 

®*^Wfft(ESI-MS, m/z) :328(M+1) + 
[0242] mtfoM44: 3-(6. 7-v ? ^h^r'>'-^-yy^-4-^/V^-»-5. 6. 2'-hV^/^-[ 
2. 3 , ltfb°U> ? ^^h^#)44) 

2-^VVfc o yv : >'(500m g ) S^h9fcKn79^(15nil) l£$£fl¥U -78 
°C^T1. 58M n-^/VV^VJ*/^y-l/m$i(2nil)$:MZ-, 30frfflffi&UZo 

5-£W/K7/K79— /V(350mg)^BX., ^i&^Hfcii$Hif #ufc 

m^mm^/^-^^^(Dmm^^h^yy4—x-mmir^tK^ s (4, 5- 

^^/V-^7^-2--f/V) - (2-^^-/V-t°y vV-3-^|7V) /V<Sr25 lmg, Jfc 

^40%Tl#rt o 

(4, 5-> ? 7^/V-^7^-2-^/V) -(2-7^/V-fc°y i?>-S--4/V) -tZS—As (251 
mg) (5ml) iC^L, ^Hb^#V(l. 51g)^Px.^ia^T— tfe 

-2-^/V) - (2-^/V-t°y vV-3— fVV) -7^y^^203mg, i»8 1 %-C#/c 0 

(4, 5-i/^^/V-^7^-2-^/V) - (2-*^-/V-\l°yi?l/-3-4M -*#>ry (203m 
g)Sr^y— /K2ml) iCjg^U 28%T^^T7K(2ml)^Px., £Hf ^leOC^T 

v^h?774—Xmmi-Z>Z.bK£V, 5, 6, 2'-hy^h=¥v--[2, 3'] tf \*Vi?^A^-3 
-3r—;V%; 1 2mg, 1R^6 % -?#fc 0 
[0243] 4-^no-6, 7-^1^^^^ (38mg) „ 5, 6, 2'-hy^Mrv--[2, 
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/Kl2mg). 4-vW/VT^/fc°y>V(21mg)£l, 
^(lml)l!l«l»U 130°C^T5B#P^ H^140 < CldT2^K^#U^o ^?&^?£*P 

Xmmir^tKX'O, ^*£>fbl=M^13mg. l|X*57%-e#/t 0 
'H-NMRCCDCl , 400MHz) : 8 2. 41 (s, 3H) , 2. 56 (s, 3H) , 2. 62 (s, 3H) 

3 

, 3. 99(s, 3H), 4. 02(s, 3H) , 6. 36(d, J = 5. 4Hz, 1H), 7. 00(dd, J = 4. 9 
, 7. 3Hz, 1H), 7. 30 (s, 1H) , 7. 39 (s, 1H) , 7. 42 (s, 1H) , 7. 55 (dd, J=l 
. 7, 7. 6Hz, 1H), 8. 36(dd, J=l. 7, 4. 9Hz, 1H), 8. 42 (d, J = 5. 4Hz, 1H 
) 

©Jfc$HlrfB(ESI-MS, m/z) :402(M+1) + 
[0244] ^45: 3-(6, 7-i??V^i/^/y^-4-^tti<')-5*-?tb^i<'-5, 6-v^ 
^•/V-r2, 3HtftfU^ah^45) 

5-^a^e-3-p<h^iyt o y^(500mg) ^h7tKn7^^(15ml) fc$g$?U -78 
°C^T1. 58M n-^/vy^^^/^^^^(2ml)^Px., 30^^it#L7t o 
HJ£^-4, 5-^y^/K7/K7^— /V(350mg)£;{jn^ ^la-CHlCll^raij^Lfc 

m&mm^^^^^<DMm?v^b?77^—xmmir%^bic£V)^ (4, 5- 

-^f^-77y-2-^;V) - ( 5-^ h^iX-tfy v^-3-^f/V) — /V£r2 1 6mg, 

ltX*35%-e#fCo 

(4, 5-^f;w77^-2--f/v) - (5-y H^-tfy vV-3-^f/v) -y^y— ;v (21 

5mg)^nn*/^(5ml)(^iL, 20g) S^n^^T— ife 

— ^^ThamMtri^w 3 ??*— xmmrf^tKX'o, (4, 5-^^-77^ 

-2-<4/» - v^-3-^f/V) -^^7 ^^148mg, 1(5^6 9 %"e#fc 0 

(4, 5-v ? y^/V-77^^-2-^/V)-(5-yh^-^-t°y ^-3-^)-^^/^ (148 



WO 2005/080377 



112 



PCT/JP2005/002610 



mg)W7-/Kl. 5ml) ^|g$$U 28%T^e~T?R (1. 5ml)^P^L, £^^18 

] fcT t°y /V^32mg, l|X^22%-e#fCo 
[0245] 4-^cin-6, 7-> ? ^h=3r^/y^(92mg) , 2'-^h=¥i/-5. 6-v^/V-[2, 3' ] 
tftry v^/V-3-;*}-— /K31. 5mg), 4-v ? ^/VT57t°yv > ^(50m g )^l. 2-v^ 

1 H-NMR(CDC1 , 400MHz) : 6 2. 38 (s, 3H) , 2. 64 (s, 3H) , 3. 75 (s, 3H) 

3 

, 4. 04(s, 3H), 4. 06(s, 3H) , 6. 37(d, J = 5. 4Hz, 1H), 7. 33(s, 1H), 7. 
48(s, 1H), 7. 51(s, 1H), 7. 20(m, 1H), 8. 20(d, J = 2. 7Hz, 1H), 8. 43 ( 
d, J = 5. 4Hz, 1H), 8. 74(d,J=l. 7Hz, 1H) 
fCm^#Hit(ESI-MS, m/z) :418(M+l) + 
[0246] mmM46: 3-(6. 7-^h^>-^/y^-4-^/l^¥^)-6-^^VV-r2. 3Htf 

3-^n^t°y^(500mg)^h^tKn^^(15ml) ^|§$$U -78°C^T1. 58 
M n-^/Vy^^A/^ ^1^^(2ml)<^JP;t, 30^mMW^f'o RJ&WiKS- 

^/uy^^— /K350mg)^nx., ^&-eH^iB#Rgit#Uh 0 hj^IS^tK^p 
/v) -t°y ^^-3— r/v-^^y — /v^209mg, iW3 3 % -e#7t Q 

(5-^i^-/V-^7^-2-^'/V) -t°y v ? >'-3---r/V-y^y— /V (209mg) ^nn*/V 
-M5ml)^§»U 34g)^Px.^a^T-ifeJt#b^l 0 
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[0247] (5-^7^-^7^-2-4^) -try v ? V-3--f/V-^/^ (160mg) Sr^^y— /V (2 
ml) ^*§ft?U 28%T>^e~Tyfc (2ml) ^JPx., ^-W^160 o C^-C2 0 P^#Lfc 0 

XmmirZ>Z.b\Z.£<9, 6-^/V-[2. 3']fc^°yv^/V-3-;<}-— /V^72mg. 1^45 

6-^^/V-[2 % 3' ]tf ^11^/^-3-^-— /V(20mg), 4-^nn-6, 7--J^h^^c 
/y^(67mgh 4-^y^/VT^/-fc°yvV(37mg)^l, 2-v ? ^nt2^^ifV(lml) 

^^Li30°c-e-Bfeit#b7t o ^s^sp^ Tk&jmx-mm^^xt&iuu m 

nhtbt'mm^^^-T±b^(Dmm^^h^9y4—xMmir^t\cx<om 

M<D4k&V0&16. 3mg, u^42%xmtz. 0 

'H-NMRCCDCl , 400MHz): 8 1. 42(t, J = 7. 6Hz, 3H) , 2. 97 (q, J = 7. 6 

3 

Hz, 2H), 4. 03 (s, 3H), 4. 04 (s, 3H) , 6. 38 (d, J = 5. 4Hz, 1H), 7. 22-7. 
28 (m, 1H), 7. 29 (s, 1H) , 7. 41 (s, 1H) , 7. 42-7. 51 (m, 2H) , 8. 18-8. 
23 (m, 1H), 8. 45 (d, J = 5. 1Hz, 1H), 8. 52 (dd, J = 4. 9, 1. 7Hz, 1H), 9. 
18 (d, J=l. 7Hz, 1H) 

Sf*^#rW(ESI-MS, m/z) :388(M+1) + 
[0248] mmM48: 4~(5, 6-vW/V-f2. 3' ]^b°y> ? ^/k-3-^/V^-^-'»-6, 7-v^h 
±v^±^J>liL^48j 

5, 6-v ? y^-/V-[2, 3']-lftry^/V-3-^-— /V(50mg), 4-^nn-6, 7-v^h 
=3r^^-yy^(169mg), 4-i?^/VT^/t°V ^V(92mg) fcl, 2-^aci^^ 
(2. 5ml) ^Px., 130°C-C— tfejt#Uc 0 HJ£$c£^?& W£PI£, 7k&1}\\X.ffi 

—xmmir^tKx^mm(Dit^^8im S , um84%xm^ 

'H-NMRCCDCl , 400MHz) : 5 2. 40 (s, 3H) , 2. 62 (s, 3H) , 4. 04 (s, 3H) 
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, 4. 05 (s, 3H), 7. 23(ddd, J = 8. 0, 4. 9, 1. 0Hz, 1H), 7. 29 (s, 1H) , 7. 4 
5(s, 1H), 7. 47 (s, 1H), 8. 09(ddd, J = 7. 8, 2. 2, 2. 2Hz, 1H) , 8. 47(dd 
, J=4. 9, 1. 7Hz, 1H), 8. 55 (s, 1H), 9. 04(dd, J = 2. 2, O. 8Hz, 1H) 
®*^-*f'ft(ESI-MS ) m/z) :411(M + Na) + 
[0249] mmM49: 4-(5. 6-^^^/V-2-b°y$^^-2-^/V-l:°U^^-3-^/V^^.iX)- 

2, 3-^WvK79f(l. 5g)^T/V=fV#H^;T"ev > ^^-/^^-^/V(20ml)^ 
^UOttl. 6M n-^/Vy^-^^CO^^^V^Ig (10. 9ml) ?r®TLt, 3S 
^T2. 5B#^Jt#b/t 0 -^<D#-78°C^;fePU j;xf^x- 7vK8ml) tefflKL 

vin^7VJ^-T^Y^(D^y^xi^Y^y^4—xmUir^t\^r, (4, 
;V77Z/-2-s(;V) - (2-t°y ^J;V) -^/^£:226mg, l&^7%-C#/c 0 
[0250] (4. 5-v ; ^^/V^7>'-2-^/V)-(2-t o y5v ? /V)-^^/^(220ni g ) „ ^/—;V{2 
ml), 28% T^^TtK^( 2ml) S^tWKAfK leO'Ct?— tfejl#Lfc 0 £fj£$C 

/V^129mg, lDi^59%-e#fCo 
5, 6-^^7V-2-t°y^i^^-2-^7V-t°y^^-3-^— /V(30mg). 4-^nndryy 

^(73mgh ^^ir^A(l46mg)^v ? ^/V^/V*^K(l. 5ml)Sr*Pxi, 130 

^;vm*fcvm$vx^ mimmfrwv^ffikuto mmrmw&m^xn 

'H-NMRCCDCl , 400MHz) : 8 2. 42 (s, 3H) , 2. 69(s, 3H) , 6. 50(d, J = 5 

3 

. 2Hz, 1H), 7. 08 (t, J = 4. 9Hz, 1H) , 7. 43 (s, 1H), 7. 55(ddd, J = 8. 1, 6 
. 8, 1. 3Hz, 1H), 7. 73(ddd, J = 8. 3, 6. 8, 1. 3Hz, 1H) , 8. 05 (d, J = 8. 3 
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Hz, 1H), 8. 34(dd, J = 8. 5, 1. 0Hz, 1H) , 8. 59(d, J = 5. 4Hz, 1H) , 8. 62 
(d, J = 4. 9Hz, 2H) 

K*^Wfit(ESI-MS, m/z) :329(M+1) + 
[0251] $3fcM50: 4-(6-^^/V-2-b°';^> ? ^-2-^/V-b°';> ? ^-3-^/V^-^'»-6. 7- 

il^h^tKn^^^ ( 100ml) ^T/V=fV#H^T. 0°CX2. OMV^VJ* 
^DtVVT^K/^y, 7"h7tKn^7^^ ^/W<^i?V^g(26. 2mlh 7Kl5t 
^hy-n-^/V^X(14. lmD^JlR^Px., 0 o CX?15^ti#L7i o Kj£$:£-78 0 C 
4a^h7tKn^7^(20ml)^^L^:2-^nnt o y^^(5. Og)£M 
TLX, iS^o<f)#fiL-C- tfeif #Lfc 0 K^^*Sr*n^T^JS«r#ihL 

, ~t9^hmm&, mm^mm^^xmia^ti^ mm^/^m^xm^u m 
y^>-^9. i g . iix^56%-e#/c 0 

[0252] 2-hy-n-^/V^^/Vt o y5:v ? ^(5. Og) ^T/V=?V#HMT"e^h7tKi3^7 
^(130ml)^^U -78°C-ei. 6M n-y^/Vy^^/^^Mfc (8. 6ml) 
SriflTU^ -78 o C-e305>Jt#b, ^h7tKn^7>-(20ml) i^fi?brt4, 5-^ 
^-;V7/V77—/V(1. 85g)£MTLT, Jt#L^^^^^-e#?aLfc 0 £CJ&$^ 

— -C*tMi-§r tick*) (5-^7^^-2-4^) -¥V^>-2-4/V-^;—;V%: 
888mg, lR*32%-e#/to 
(5-^^-/K77>--2--f /V) -fc°y ^vV-2--l7V-^/— /V (880mg) ^nn*/V 

^(i5mi)^#?u ~^Hb-^#V(3. 8g)^p^^a-e— ifejt#brt 0 SJ£» 

[0253] _hfB<Da^ A-(7ml) x 28%T^-T7j<?§$:(8ml) ^fW^Aifx, 1 
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6- ^/V-2-fc°y$vV-2--l7^-fc°yv^-3-3J-— ^(30mg), 4-^nn-6, 7-v? 
^h^^yy^(lOlmg). ^^ir^^(147mg), ^v^^/VT^/^y^CSSmg 
)^^/K*/WN3r^R(l. 5ml) ^PX., 130^1?— lft^#L7ifL 6-^/V-2- 
t°y5^^-2— f/V-t°y^^-3-^--/V(30mg)^Px., mUW^tlo EtfoWi 

'H-NMRCCDCl , 400MHz) : 8 1. 40(t, J = 7. 8Hz, 3H) , 3. 04(q, J = 7. 8 

3 

Hz, 2H), 4. 02 (s, 3H), 4. 03 (s, 3H) , 6. 44 (d, J = 5. 4Hz, 1H), 7. 12 (t, J 
= 4. 9Hz, 1H), 7. 38(s, 1H), 7. 42(d, J = 8. 5Hz, 1H), 7. 53(s, 1H), 7. 
60(d, J = 8. 3Hz, 1H), 8. 41 (d, J = 5. 1Hz, 1H), 8. 66(d, J=4. 9Hz, 2H) 
Wm^WflKESI-MS, m/z) :389(M+1) + 
[0254] mWiM51 ; 4-(5. 6-v ? ^^/V-2-b°y$> ? ^-2-^/V-b 0 y> ? >'-3-^/V^-^r^)-6 

, 7-^^^^-^r-7-yy>-ah^fe5i) 

5, 6-v ? ^/k-2-t°y^v ? ^-2-/r/k-t: <> yv ? ^-3-^-— /k(30mg), 4-^no-6, 

7- v ? ^h^^^-yy^(73mg)^^ir^r>A(146mg) l:^f^*^^K(l 
. 5ml) ^Px., 130°C-e5H#^m#Lrt o ^K^Px.^^ 

^vv-ettffiu Bl^^/vJg£*-m#L"r, M^KfifE^hy^A-e^Mbfco «ff 

'H-NMRCCDCl , 400MHz) : 8 2. 44 (s, 3H) , 2. 69 (s, 3H) , 4. 01 (s, 3H) 

3 

, 4. 06 (s, 3H), 7. 07 (t, J=4. 9Hz, 1H) , 7. 30 (s, 1H) , 7. 49 (s, 1H), 7. 
55 (s, 1H), 8. 49 (s, 1H), 8. 58 (d, J = 4. 9Hz, 2H) 
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®*3HJH6(ESI-MS, m/z) :412(M + Na) + 
[0255] mW5M52: 2--7^;V-3-(^J^-4-^;V^T^)-\l. 8~\^7^V Z^Uh^M 
52) 

2-T$/-fc°y^-3-#/V#T/V'^t:K(5. OOg) „ 2—?m-l-'7xi~A^-xj> 71/ 

(7. 2i^)^mMim.\vrtv^^mmw. omi) m£T2 0 ra^feeu 

2-7^ 8]^-7^U^-3-^-— /KlOmg). 4-^nndr7U>'(22ni g ). 
4-v ? ^7^T5yt°y> ? ^(17mg)^l, 2-v ? ^nn^:^irV(0. 5ml) {^^L120°C 

^2r8. 3mg. J&*53%-C#;fc 0 

X H-NMR(CDC1 , 400MHz) : 8 6. 54(d, J = 5. 1Hz, 1H) , 7. 32-7. 34(m, 

3 

3H), 7. 53 (dd, J = 8. 3, 4. 4Hz, 1H) , 7. 59-7. 66 (m, 1H) , 7. 79 (ddd, J 
= 8. 3, 6. 8, 1. 2Hz, 1H), 7. 96 (s, 1H) , 8. 11 (d, J = 8. 5Hz, 1H) , 8. 13- 
8. 20 (m, 3H), 8. 36(d, J = 7. 6Hz, 1H) , 8. 65 (d, J = 5. 1Hz, 1H) , 9. 18( 
dd, J = 4. 1, 1. 9Hz, 1H) 
S*3HJrfit(ESI-MS, m/z) :372(M + Na) + 
[0256] ^1ife#l53: 3-{Q-7/V&xi^;^-4-J;VttZ')-2-Z?^~/V-[l. S\±2±. 
y^(#^H£)53) 

2-7x^;W[l, 8]^7^y^-3-^~— /V(61mg)^ 4-^nn-6-7/V^"t2d^yy 
^(50mgh 4-v^/VT5/t°yvV(101mg)^l, 2-v ; ^t2£^<>'-£V(l. 5ml) 

ic»»u i3o°c^T40#r H m#bfc o ^i&icj'&spfi. s^«^^*^-hy^A 
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£^£99mg. lR^97%-e#fc 0 

1 H-NMR(CDC1 , 400MHz) : 8 6. 53 (d, J = 5. 4Hz, 1H) , 7. 32-7. 36 (m, 

3 

3H), 7. 55-7. 62 (m, 2H) , 8. 00 (dd, J = 2. 7, 9. OHz, 1H) , 8. 02 (s, 1H) 
, 8. 09 (m, 2H), 8. 20-8. 22 (m, 2H) , 8. 59 (d, J = 5. 4Hz, 1H), 9. 21 (dd 
, J = 2. 0, 4. 1Hz, 1H) 

fCm^#Ffg(ESI-MS, m/z) :390(M + Na) + 
[0257] ^6frffil54 : 2-7ai^/W3-(6-m7/V^-P^^/W-^/y^-4->f/V^-^-»-ri. 

^/^yy^(50mg) N 4-v ? ^/VT$yt°yv ? ^(79mg)^l, 2-v^tm^^VU 

. 5mi) m«!»u i3o°c^-c4. 5R#Rgn#uh 0 mma^Wik, Kf^m^m^m 

^JHtfMb^£88mg, lR^96%-e#fCo 

1 H-NMR(CDC1 , 400MHz) : 8 6. 52(d, J = 5. 4Hz, 1H) , 7. 30-7. 34(m, 

3 

3H), 7. 58(dd, J=4. 1, 8. 1Hz, 1H) , 7. 97(dd, J = 2. 2, 9. OHz, 1H) , 8. 
06-8. 09 (m, 2H), 8. 08 (s, 1H) , 8. 24 (m, 2H) , 8. 69 (d, J = 5. 4Hz, 1H) 
, 8. 74(s, 1H), 9. 22(dd, J = 2. O, 4. 4Hz, 1H) 
IfA^-tfrfiltESI-MS, m/z) :440(M + Na) + 
[0258] mMM55: 3-(6-^h^>-^r/V^-4-^/U^r^»-2-y^/V-[l. 8]±2±}1 

2-7x^;W[l, 8]^^^-yv > ^-3-^-— /V(72mg), 4-^nn-6-^hdr^dr7y 
^(72mg), 4-v ? ^/VT5/t°yv ? ^(90mg)^l, 2-v ? ^nn^<^if >-(4ml) \ZM 
mU 150°C{CX4mmmW^fc o Sf-4-^nn-6, 7-v^h= 3 rv^/y^(72mg)£ 
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>fb-£^£l05m g , ^^85%-e#fc G 

'H-NMRCCDCl , 400MHz) : 5 3. 94(s, 3H) , 6. 59(d, J = 5. 2Hz, 1H) , 7 

3 

. 36-7. 39 (m, 3H) , 7. 43 (dd, J = 2. 9, 9. 3Hz, 1H) , 7. 51-7. 54 (m, 2H) 
, 7. 93(s, 1H), 8. 02(d, J = 9. 2Hz, 1H), 8. 14-8. 18(m, 3H) , 8. 54 (d, J 
= 5. 1Hz, 1H), 9. 17(dd, J=l. 9, 4. 1Hz, 1H) 
fCft5>#rfg(ESI-MS, m/z) :402(M + Na) + 
[0259] mMM56: 2>-(7-*Y^s-3r JV^-4-4M^y}-2-7^;V-X\. 8l^7^U 

[1, 8^y^-Vi^>-3-^r— /W84mgh 4-^nn-7-^h^>'dryy 
y(84mg), 4-vW/VT5/fc°yv > ^ (158mg)^l, 2-v ? ^mn-<^if>'(4ml) lc« 

$»u i4o°c^-c70#r^it#bfc o ^a^*^ m^rmm^m^xmhtitcm 

tfMk^£l05mg, ltX^73%-e#/c 0 

'H-NMRCCDCl , 400MHz) : 8 3. 97(s, 3H) , 6. 42(d, J = 5. 1Hz, 1H), 7 

3 

. 24 (d, J = 2. 4Hz, 1H), 7. 34-7. 37 (m, 3H) , 7. 42 (d, J = 2. 4Hz, 1H), 7 
. 52(dd, J=4. 4, 8. 3Hz, 1H) , 7. 93(s, 1H) , 8. 12-8. 17(m, 3H) , 8. 22( 
d, J = 9. OHz, 1H), 8. 57(d, J = 5. 4Hz, 1H), 9. 17(dd, J=l. 9, 4. 4Hz, 1 
H) 

®*3HJflB(ESI-MS, m/z) :402(M + Na) + 
[0260] mmM57: 3~(5, 6-i/?uv-3r/V^-4-^SV^r^»-2-7^/V-[l. 81^7 

3, 4-^nnT^yy(l. 65g), ^-?>-Y^y^U>-2^ 2->^vV-[l, 3]^ 
^1^-4, 6-^^(1. 95 & )^Jy^=-/V^— 7vW20ml) ^fi?U 70°CKX3 
OftmUWlsfCo R)&Wifc\?7^/V(5. 2g)^P^., j5^220°C^TlB#r H m#L 
fc 0 ^a^*P^ Wmbfc^^ B ^^^L, ^nn^/W^i!fe#-Ut 0 #£>*Wh*SiSI 

(lmi) ^px., ioo°CKxmmmW^tc 0 7kftTKM(-*enx., tKS^^ 
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^mm^^-^^^mm^^h^y^—xmm-r^tK^^ 4, 5, 6-h 

mg, Um5% tifco 
[0261] 4, 5. 6-hy^tm3vy>-(50mgL 2-7i=/P-[l, 8]^7^y^-3-^-— /V( 
48mgh 4-v^/VT5/t°yvV(79mg)£r;u 2-v^tm^^ifVa. 5ml) 

69mg, lR$75%t#f:, 

'H-NMRCCDCl , 400MHz): 5 6. 62(d, J = 5. 1Hz, 1H) , 7. 34-7. 41 (m, 

3 

3H), 7. 53 (dd, J=4. 1, 8. 1Hz, 1H), 7. 83 (s, 1H), 7. 83 (d, J = 9. OHz, 
1H), 8. 02(d, J = 9. OHz, 1H), 8. 15(dd, J = 2. O, 8. 3Hz, 1H), 8. 22 (m, 
2H), 8. 61 (d, J = 5. 1Hz, 1H), 9. 17(dd, J = 2. 0, 4. 1Hz, 1H) 
fCm^#rfit(ESI-MS, m/z) :440(M + Na) + 
[0262] mttMSS: 3-(6. 7-> ? ^PP-^-/'J^-4-^/V^-^-»-2-^ J i^/V-ri . 8j±2 

4, 6, 7-hy^PPdf-yy^(50mg), 2-^^^/k-[l N 8]^!7^y v^-3-^— /V( 
48mg), 4-> ? ^/VT^yt:°y> ? ^(79mg)^l, 2-^Pn^yfy(l. 5ml) « 

»U i30 < C^-C5^ra^L^ o ^M^ifliL BtJ&?^^*^hy^*i§ 

86mg, lR*94%-e#7t 0 

'H-NMRCCDCl , 400MHz) : 8 6. 45 (d, J = 5. 4Hz, 1H) , 7. 33-7. 37(m, 

3 

3H), 7. 57(dd, J=4. 4, 8. 3Hz, 1H) , 8. 03(s, 1H) , 8. 07 (m, 2H) , 8. 22 
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(dd, J = 2. 0, 8. 2Hz, 1H) , 8. 25 (s, 1H) , 8. 49 (s, 1H) , 8. 58 (d, J = 5. 4H 
z, 1H), 9. 21 (dd, J = 2. 2, 4. 4Hz, 1H) 
fC*5>#rffl:(ESI-MS, m/z) :440(M + Na) + 
[0263] 33fcM59 : 3-(Q-7;V^rn-7-^Y^y-^^)ly-A-^;V^r^) -2-7 x^;Wf 

4-^/V^-a-3-^h^rv'T^y^(l. Ogh 5-^h^^l^^-2 % 2-v^vV-[l, 
3]^dri^-^-4, 62g)^r2-7°n/N7— /V (40ml) {clU^U 70°C^ 

±IB-C#fetufe3BfS. tf7^^/K6. lg^v^^/l^— ^/K25ml) JClRjHU 
_hfB-e#^/caS^v ? -ry7°ntVV^/kT$^(7ml) fc^iSU ^^ig^DA/ 

(2mi) ^px., ioo°cKX3o$rmmwvtc 0 fcfttT -Rj&mteTk&un*^ Tkm^mm 
ttr&m-u mTkmkf-hv&Jrtmkut. mj±rmm^m^x^hthtc.mm 

-6-^/V^-n-7-^b=3r^-^r/y>-^550mg, I&^37% (3X^y7°) X%tz. 0 
[0264] 4-^nn-6-^/V^-n-7-^hdf^-dryU^(50mg) N 2-^oi^/V-[l, S]^y^) 
^V-3-^"— /k(53mg), 4-v ? ^/^T^yt°y> ? ^(87mg)^l, 
^(1. 5ml) fcjg$»U 13O°C^-C60#^^#L^ O ^i&{£?fr*P^ KJS^l^Sft* 

'H-NMRlCDCl , 400MHz) : 8 4. 07 (s, 3H) , 6. 44(d, J = 5. 6Hz, 1H) , 7 

3 

. 33-7. 36 (m, 3H) , 7. 56 (dd, J = 4. 1, 8. 1Hz, 1H) , 7. 66 (m, 1H) , 7. 98 
(d, J=ll. 2Hz, 1H), 8. 01 (s, 1H), 8. 07(m, 2H) , 8. 20(dd, J = 2. 0, 8. 
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3Hz, 1H), 8. 51 (d, J = 5. 4Hz, 1H) , 9. 20(dd, J = 2. 2, 4. 4Hz, 1H) 
M3HIH£(ESI-MS, m/z) :420(M + Na) + 
[0265] : 3-(7-7/^P-6-^h^^-^/U^-4-^^-^'» -2-7 j^/V-f 

3-7/V^-n-4-^h^r^T^y^(l. 41gh 5-^h^rv'^U>'-2. 2-^^/V-[l 
, 3]^=3rf-^-4, 6-^^(2. OOg) V— /V (40ml) KJR»U 70°C^ 

_h|B-C#fe*L^:jBfS, tT7ai^/K5. 8g) Sri^73i^/^— ^/K20ml) fcSSIBU 
(2ml) ^Px., 100 < CfcT30#re^#Ufco ^THJ^fe^^Px., yfcJB&KSfe 

-7-7/V^-n-6-^hdrv--dryy^^l. lOg, ^^52% (3^^^) ~e#fc 0 
[0266] 4-^nn-7-7/V^-n-6-^hdf^-^ryy>^(50mg) % 2-7i^-[l, 8]^:7^y 
vV-3-^— /V(53mg) , vV(87mg)£:L 
V(l. 5ml)fc:«»U 13O°C^-C80#^it#Lfc o ^&^£P#, SJSSftl^SbK 

, ^jH©>fb^K»Sr48mg, iDt^50%-e#fCo 

'H-NMR^DCl , 400MHz) : 8 4. 06 (s, 3H) , 6. 56 (d, J = 5. 4Hz, 1H) , 7 

3 

. 35-7. 37 (m, 3H) , 7. 57 (dd, J = 4. 1, 8. 1Hz, 1H) , 7. 65 (d, J = 8. 8Hz, 
1H), 7. 89 (d, J=ll. 0Hz, 1H), 8. 02 (s, 1H) , 8. 09 (m, 2H) , 8. 20 (dd, J 
= 1. 7, 8. 1Hz, 1H), 8. 52 (d, J = 5. 4Hz, 1H) , 9. 20(dd, J = 2. 0, 4. 1Hz 
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, 1H) 

J£fi#<lH£(ESI-MS, m/z) :420(M + Na) + 
[0267] mmimi : 3-(7-^u-6-^h^-iy-^r/V^-4-^7V^T^)-2-^^/V-[l. 

3-^nn-4-^b^^T= y^(l. 52gh 5-^h^^W^-2, 2-v^/V-[l, 3 
]^drf-^-4, 6-^^(2. 03g)£2-:7 B t2./V— /K40ml) 70 < C^T 

220 < C^T30^Mit#bfCo ffttiLf^fs^IlL, 

_h|E-e#b^bfc^^^v ? -l'y7 B ntV^^/VT^V(3ml) fc®$»U tti^MAWAs 
(lml) ^Px., 100°C^-C30^^m#bfc o ^THJ^fe^^Px., 7kJB£^gt 

^-3vy^225mg % 1|J1^10% (3^r^°) -e#fc 0 
[0268] 4, 7-^nn-6-^h3r^-dr/y^(50mg) , 2-^^/V-[l x 8]^"7^y> ? ^-3 
-$T— /V(49mgh 4-v ? ^/VT^yt°y> ? ^(80mg)^l, 2-^nn^yfy(l. 5 

mi) Mjsu i30 o c^-c8B#r^^#Lf' o ^a^^# N s^^^^^^hy 

^b^^25mg, lR^27%-e#/t 0 

'H-NMRCCDCl , 400MHz) : 8 4. 07 (s, 3H) , 6. 57 (d, J = 5. 4Hz, 1H) , 7 

3 

. 32-7. 38 (m, 3H) , 7. 57 (dd, J = 4. 1, 8. 1Hz, 1H) , 7. 62 (s, 1H) , 8. 04 ( 
s, 1H), 8. 08 (m, 2H), 8. 21 (dd, J=l. 7, 8. 1Hz, 1H) , 8. 29 (m, 1H) , 8. 
51 (m, 1H), 9. 21 (dd, J=l. 7, 4. 1Hz, 1H) 
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®*3HJH6(ESI-MS, m/z) :436(M + Na) + 
[0269] ■ 3-(6-^h^jy-7-^^/V-^/';^-4-^7V^-^-^) -2-7 m^/V-fl . 

2-^ti^^/V-l-^hdri/-4-^hn^<^ifV(2. 03g)^N, N-^f/V*;VA 
T^K (30ml) ^#?U hy^/VT^(5ml), 20%*Bfe^9^^A(l. 08g)£r 

_h|B-e#^fcM, 5-^3rvO^W^-2, 2->W/V-[:L 3] ^^1^-4, 
6-^^(2. OOg) £2-7°n/V— /K40ml) {£®$HU 70 o C^T30^f H 1}f 

220°C^-C3R#^m#Lfc o ^m(^*P^, HJ£«£^«M^/V-^1^ 

>--4-^-^352mg, I&#23% (3^5/^°) ^#fc 0 
[0270] 6-^h= 3 r^-7-^^7V-lH-dfyy^-4-^-^ (352mg) £^y:7 0 nfc7V:ii^VvT$ 
^(3ml)^f»U ^^^A/(lml)^JP;t, 100°C^T30^^^#b7t o 

— -CMM1r%Z.bK£V), 4-ynP-6-y>h^>-7-y^/V-3r/yy3r234mg > I|3^6 
1%-C#fc 0 

4-^nn-6-^h=3rv / -7-^^-/V-dr/y^(50mg), 2-7x^-[l, 81^7^-yv 5 
>-3-&— /V(54mg), 4-v ? ^/VT$yt°yv ? ^(88mg)^l x 2-v ? ^nn-0-ifV( 
1. 5ml) ^f»U 130°C^T7. 5B#P B 1}f #Ut> ^?U^£P#, SJ^fc^Tk 
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1 H-NMR(CDC1 , 400MHz) : 5 2. 45(s, 3H) , 3. 96(s, 3H) , 6. 57(d, J = 5 

3 

. 4Hz, 1H), 7. 35-7. 39 (m, 3H) , 7. 44 (s, 1H), 7. 53 (dd, J=4. 1, 8. 1H 
z, 1H), 7. 94 (s, 1H), 7. 94 (s, 1H) , 8. 15-8. 17(m, 3H) , 8. 50(d, J = 5. 
4Hz, 1H), 9. 17 (dd, J = 2. 0, 4. 1Hz, 1H) 
ICm^flrfitCESI-MS, m/z) :416(M + Na) + 
[0271] ^MM63 : 7-^^-4- ( 2~!7 ^ryV-f 1 a 8l ±Z±1? ^^-3-^/V^ -dp- / 

/V-[l, 8]^7^yv?^-3-^-— /V(44mg), 4-v ? ^/kT^yt°y> ? >(73mg)^l, 
2-^nt2^^^(lml)(s:jK®U 130°C^T4. 5H#^^t#b/c 0 ^S^iflfL 

'H-NMRCCDCl , 400MHz): 6 4. 00(s, 3H) , 4. 05(s, 3H) , 6. 35(d, J = 5 

3 

. 4Hz, 1H), 7. 32-7. 35 (m, 3H) , 7. 52 (s, 1H) , 7. 56 (dd, J=4. 1, 8. 1H 
z, 1H), 8. 02(s, 1H), 8. 10(m, 2H) , 8. 21(dd, J = 2. O, 8. 1Hz, 1H) , 8. 
57(d, J = 5. 4Hz, 1H), 8. 80(s, 1H) , 9. 20(dd, J = 2. O, 4. 1Hz, 1H) 
ff*5>#TfiI(ESI-MS, m/z) :460(M + Na) + 
[0272] mMM65: 7-^V^-A-(2-'7^;V-\l. S]±2±^Z>^^i2k^^L^J. 
y^-6-#/V^>§t ^Ois/VT^V (^h^#)65) 

7-^h^iX-4- „ 8] ^-^^-y v ? ^-3-^'/V^-drv') -^r/y ^-6-# 
/V#V^^-/V^^/V(^^^63) (206mg)^^y— /V / /^K(4ml/0. 4ml) t£ 

?g$?u *n>fby^A— *fu«j(99mg)srip^ mux—mm^tc 0 Ri&m&ifc 
mmx^m^tc.^mmrmm^m^L'Xnhtitc.mm (334m g ) zmmfrz^t 



WO 2005/080377 



126 



PCT/JP2005/002610 



m>hntcMfe<D—U (271mg) , -<^> ? /VT^^(62 1) , l-^/P-3-(3-v ? ^ 
7kfP#K216mg)£rN, N-^^/V^/V AT^ K (3ml) fc^fllU ^^"e— ife^#L 

187mg, I»96% (2^5/7°) TWCo 

'H-NMRCCDCl , 400MHz) : 8 4. 08 (s, 3H) , 4. 78 (d, J = 5. 6Hz, 2H) , 6 

3 

. 29 (d, J = 5. 4Hz, 1H), 7. 33-7. 44 (m, 8H) , 7. 53 (s, 1H) , 7. 55 (dd, J 
= 4. 1, 8. 1Hz, 1H), 8. 03 (s, 1H) , 8. 13 (m, 2H) , 8. 21 (dd, J = 2. 0, 8. 3 
Hz, 1H), 8. 25 (dd, J = 5. 4, 5. 6Hz, 1H), 8. 53 (d, J = 5. 4Hz, 1H), 9. 19 
(dd, J = 2. 2, 4. 4Hz, 1H), 9. 37(s, 1H) 
ff*5>#pfit(ESI-MS, m/z) :535(M + Na) + 
[0273] mMM66: 7-^h^-^-A-(2--7^/V-\l. 8^yf-Vi^>-3-^/V^r^»-^-/ 

;vi$i^fcl<?-;v=.XT/v(ft&®62>) (46mg) Sr^y— /K2ml) l!lj§#U 28%T 
^^e-T^K (2ml) ^P^.T40 o C^T-ife^#L7t o «£ETSfiKSre*LT#fetUfe 

®(^^^^36mg, lR*77%-C#^o 

'H-NMR^DCl , 400MHz): 6 4. 14 (s, 3H) , 5. 97(brs, 1H), 6. 30 (d, J 

3 

= 5. 4Hz, 1H), 7. 28-7. 33 (m, 3H) , 7. 56 (dd, J = 4. 4, 8. 3Hz, 1H), 7. 
60 (s, 1H), 7. 81(brs, 1H) , 8. 05 (s, 1H) , 8. ll(m, 2H), 8. 22 (dd, J=l. 
7, 8. 1Hz, 1H), 8. 54 (d, J = 5. 4Hz, 1H) , 9. 20 (dd, J = 2. 0, 4. 1Hz, 1H) 
, 9. 36 (s, 1H) 

Sfm^#rfS:(ESI-MS, m/z) :445(M + Na) + 
[0274] gy&M68j 6-ypp-4-(2-^^/V-fl. 8j±Z±£2^=3^Qk^v^Z±± 



WO 2005/080377 



127 



PCT/JP2005/002610 



56mg) x 4-v ? ^/VT^yt°yv ? >(92mg)^l, 2-v^nt2-<V-trV(lml) tC^^L 

u m^mmi-hv^x^m^tio mmrmm^m^xnhtitcmm^^/-/^ 

mg, JR^87%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 8 7. 30-7. 34 (m, 3H) , 7. 56 (dd, J =4. 4, 8 

3 

. 3Hz, 1H), 7. 86(dd, J = 2. 2, 8. 8Hz, 1H) , 7. 94 (d, J = 9. OHz, 1H), 7. 
98 (m, 2H), 8. 22(s, 1H) , 8. 27(dd, J = 2. 0, 8. 1Hz, 1H), 8. 33(d, J = 2 
. 2Hz, 1H), 8. 60(s, 1H), 9. 19(dd, J = 2. 0, 4. 4Hz, 1H) 
SA:$MJffii(ESI-MS, m/z) :407(M+Na) + 
[0275] mMM69: Q--7u^-4-(2-~7^/V-\l. 8±t2±}U^^3^L^^^L^± 

6-^a^e-4-^cia-dr^-yy>(l00mg) N 2-^^^/V-[l, 8]*^7^U^-3- 
/V(91mg), 4-v > ^7VT57t°yv ? ^(151mg)^l, 2-v^nn^^if >"(2ml) 

icw»u i3o o c^T20#p H m#L/^ o ^am^*^ fcj&mfc$mij$<.m>rhvvj>> 

Tkxffifru m^mB^hv^-vmkuto m^ymm^m^xmhfvtzmm: 
^/—/v-^u^/v^fDmm^^b^y^—xmmir^tizx^, mm^t 

^#)£l65mg, ltX^94%-e#^c 0 

'H-NMRCCDCl , 400MHz) : 8 7. 30-7. 36 (m, 3H) , 7. 57 (dd, J = 4. 4, 8 

3 

. 3Hz, 1H), 7. 86 (d, J = 8. 8Hz, 1H) , 7. 96-8. 01 (m, 3H) , 8. 23 (s, 1H) 
, 8. 28 (dd, J = 2. 0, 8. 3Hz, 1H) , 8. 51 (d, J = 2. 2Hz, 1H), 8. 62 (s, 1H) 
, 9. 20 (dd, J = 2. O, 4. 1Hz, 1H) 
Sfm^#f{S:(ESI-MS, m/z) :451(M + Na) + 
[0276] ^gjfe#i|70: 6-*b3ci/-4-(2-7^~SU-[l. 81^^)^-3-4^^)-^- 
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— /k(57mgh 4-v^VkT^/fc°yv ? ^(94mg)£l, 2-^on-<yify(lml) 
»»U 130°C^T2R#fig}f #Uc Q ^Mi^ft^, HJ^^^K^hy^Tk 

^J—;V-^nuy^;V^(Dmm^^h^yH—XMn^^bK^^mm(Di^ 
i^^92mg, lR^93%Tl#/t 0 

'H-NMRCCDCl , 400MHz) : 8 3. 97 (s, 3H) , 7. 30-7. 34 (m, 3H) , 7. 52 

3 

(d, J = 2. 7Hz, 1H), 7. 55-7. 58 (m, 2H) , 7. 93 (d, J = 9. OHz, 1H) , 8. 01 
(m, 2H), 8. 28 (dd, J = 2. 0, 6. 1Hz, 1H) , 8. 32 (s, 1H) , 8. 56 (s, 1H) , 9. 
19 (dd, J = 2. O, 4. 4Hz, 1H) 
S:fc$MJffii(ESI-MS, m/z) :403(M+Na) + 
[0277] mmm71: 2-^^/V-3-(^rc/f3. 2-b1fcrU^-7-^/W^-^»-ri, 8J± 

^^y^d h ^7i) 

7-^nn-fxy[3, 2-b]t°y vV(29mg) , 2-7x^;l/-[l, 8]^^yvV-3- 
sfr— /V(38mgh 4-v ? ^7VT57t°yv ? ^(63mg)^l, 2-v ? ^nn-<^if ><(lml) 

icw»u i30°c^Ti6n#r H m#b^: o iiac^t, sjssRi^MMc^^hy^ 
m.?kx*ffifru mTkmwtrhvvj^fflkvfco mmrmm^m^x^mhtitcmm 

1^#j£r25mg, U^41%xntc 0 

'H-NMRCCDCl , 400MHz) : 8 6. 56(d, J = 5. 6Hz, 1H), 7. 36-7. 38(m, 

3 

3H), 7. 56(dd, J=4. 4, 8. 2Hz, 1H) , 7. 70(d,J = 5. 1Hz, 1H), 7. 85 (d, J 
= 5. 1Hz, 1H), 8. 03(s, 1H), 8. ll(m, 2H) , 8. 20(dd, J = 2. 0, 8. 3Hz, 1 
H), 8. 46(d, J = 5. 9Hz, 1H), 9. 20(dd, J = 2. 0, 4. 1Hz, 1H) 
®jfc$ttlrfB(ESI-MS, m/z) :378(M + Na) + 
[0278] MMMZ2 ■■ 2-7^~SV-3-(2-7^/V-^^/[3. 2~bl JVif^y 
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7 _^ nn _2-^ ;n - / v-^y[3 s 2-b]t°yv ? ^(50mg), 2-^^/V-[l, 8]-7"^ 
;V (45mg) , 4-v^/VT^/fc°IJ (75mg) &rl , 
^i?V(lml)}0!raU 130 o C^-C18H#^^#b/c o ^a^iflfL £fj£$^7k£ 

mg, JR^53%-C#fc 0 

'H-NMRCCDCl , 400MHz) : 8 6. 54 (dd, J = 0. 5, 5. 6Hz, 1H) , 7. 36-7. 

3 

50(m, 6H), 7. 55(ddd, J=l. 0, 4. 2, 8. 1Hz, 1H) , 7. 75 (d, J = 7. 3Hz, 2 
H), 7. 83 (s, 1H), 8. 01 (s, 1H) , 8. 15 (m, 2H) , 8. 19 (dd, J=l. 7, 8. 1Hz 
, 1H), 8. 43 (d, J = 5. 6Hz, 1H) , 9. 19 (m, 1H) 
SA:$MJffii(ESI-MS, m/z) :454(M+Na) + 
[0279] mMM73: 4-(2-y^/V-[l. 8l^7^U^-3-^^-^»-n. 5j±Z±]j 

OPn-tl, 5]^^-yvV(15mgh 2-^^/V-[l, 8]^^U^-3-^— 
/V(40mg), 4-v ? ^/VT5/t°yv ? ^(33mg)^l N 2-^nn-<ytV(l. 5ml) 
»»U 140°C^T3. 50#^Jt#brt o m^M\Ci^M^xixi^V 
A-ettmbfcm, ^nn^/VAjg^TK, t&fn^*£*~ei$fc*£U ^*fl£SN'^^A 

A^a^h^^--eff^i-§-^^j;(9, ^H(D^^#)^llmg, t*35%t#fc 

o 

'H-NMRCCDCl , 400MHz) : 8 6. 64 (d, J = 5. 2Hz, 1H) , 7. 26 (m, 3H) , 7 

3 

. 52 (dd, J = 8. 0, 4. 4Hz, 1H) , 7. 72 (dd, J = 8. 8, 4. 0Hz, 1H), 8. 00 (s, 1 
H), 8. 17 (dd, J = 8. 0, 2. 0Hz, 1H) , 8. 24 (m, 2H), 8. 39 (dd, J = 8. 8, 2. 
0Hz, 1H), 8. 63 (d, J = 5. 2Hz, 1H) , 9. 04 (dd, J = 4. 0, 2. 4Hz, 1H), 9. 1 
6(dd, J = 4. 0, 2. 0Hz, 1H) 
®*##rtt(ESI-MS, m/z) :373(M + Na) + 
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[0280] gy&MZ4: 4zd2rz2^EJk=LL S]±2±}^2>^z^2k^^LiLL 6±±2±}1 

Onn-[l, 6]-7-:7^y>V(25mgh 8] ~Ty?-})i?>-3-$-— 

/V(34mg) „ 4-^^/VT$/fc°y vV(56mg)^l, 2-> ? ^nn^^irV(lml) \ZM 

»u i3ox:{cx2mmmw^fc 0 mma$n&, R^m^m^m-rbv^^m 
~/p-?vv7fr/pj> > ^<Dmm?v^by97^xmMirz>z.bi£j:*), mm<D^^ 

53mg, lR^100%-e#^o 

'H-NMRCCDCl , 400MHz) : 8 6. 48 (d, J = 5. 1Hz, 1H) , 7. 31-7. 34 (m, 

3 

3H), 7. 59 (dd, J=4. 4, 8. 3Hz, 1H) , 7. 91 (dd, J = 0. 7, 5. 9Hz, 1H) , 8. 
09(m, 2H), 8. 12(s, 1H) , 8. 25(dd, J = 2. 0, 8. 1Hz, 1H), 8. 74(d, J = 5 
. 4Hz, 1H), 8. 84(d, J = 6. 1Hz, 1H) , 9. 23(dd, J = 2. 0, 4. 4Hz, 1H), 9. 
86 (d, J = 0. 7Hz, 1H) 

®*^Wffi(ESI-MS, m/z) :373(M + Na) + 
[0281] mmm\75: 2-^^/V-3-(^/f3. 2^1 1^5^-4-^/1^^) -fl. 8j± 

4-^nn-^-3iy[3 N 2-d]t°y$vV(35mg) , 2-°7sl~/V-IU 8]^7^U^-3 
/V(46mg), 4-v ? ^/VT^yt°y> ? ^(75mg)^l, 2-v^an-^i^Vdml) 

m»»u i30°c^T2B#r^it#bfc o ^?a^*p^, R&Scfc^fikfcaf^-hy?^ 

^/—;v-^nn^;v^(Dnm^mY^y^—xmn^^tK^O, mMcoik 
^^65mg, IR^86%-C#fc 0 

'H-NMRCCDCl , 400MHz) : 6 7. 29-7. 36 (m, 3H) , 7. 55 (d, J = 5. 4Hz, 

3 

1H), 7. 57(dd, J=4. 4, 8. 1Hz, 1H) , 7. 99(d, J = 5. 4Hz, 1H) , 8. 04(m, 
2H), 8. 26 (s, 1H), 8. 28 (dd, J = 2. 0, 8. 3Hz, 1H) , 8. 58 (s, 1H) , 9. 19 ( 
dd, J = 2. 0, 4. 1Hz, 1H) 
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®*3HJH6(ESI-MS, m/z) :379(M + Na) + 
[0282] mW5M76: 2-^^/k-3-(^/f2. 3~d\^) 5.^-4-^ ;V^r^)-\l. S\-t 

4-^nn-^3iy[2, 3-d]fcry^>-(40mgK 2-^^/V-[l, 8]^7^y^-3 
/V(52mg), 4-^^/VT^/fc°y^>'(86mg)£l, 2-v ? ^nn^>'ifV(lml) 

m»»u i3o°c^-c2. 5B#r H m#ufc 0 

'H-NMRCCDCl , 400MHz) : 8 7. 31-7. 34 (m, 3H) , 7. 53-7. 57 (m, 3H 

3 

), 8. 02(m, 2H), 8. 23 (s, 1H), 8. 27(dd, J = 2. 0, 8. 1Hz, 1H) , 8. 49(s, 
1H), 9. 18 (dd, J = 2. 0, 4. 4Hz, 1H) 
^S5HJH£(ESI-MS, m/z) :379(M + Na) + 
[0283] mmm77: Z-(5-**f-;V-^f-^A2. 3-d1tfU$^^-4-^/V^-»-2-73i^/V 
-fl. 8l-f-^Uv ? ^(^K^#>77) 
4-^nn-5-^^-/V-^/[2, 3-d] t°y$v ? ^(32mg) , 2-^^/V-[l, 8]^7 
v^-3-:*— >V (39mg) N 4-^^vKT5/fc: 0 y v 5 ^ (64mg) Sri , 
yfV(lml)(«L, 130°C^T2. 50#P H 1}f#Lfc o ^U^MI£, 

'H-NMRCCDCl , 400MHz): 6 2. 61 (d, J = l. 2Hz, 3H) , 7. 09 (d, J=l. 5 

3 

Hz, 1H), 7. 31-7. 35 (m, 3H), 7. 54 (dd, J=4. 1, 8. 1Hz, 1H) , 7. 92 (m 
, 2H), 8. 15(s, 1H), 8. 25(dd, J=l. 7, 8. 1Hz, 1H) , 8. 42(s, 1H) , 9. 17 
(dd, J = 2. 0, 4. 1Hz, 1H) 
®*^Wft(ESI-MS, m/z) :371(M+1) + 
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[0284] mWHM78 : 3- (5, f2, 3-dl t°U$ i/^-4-^/Vtti/) -2-7 

4-^no-5, 6-v ? ^/^-^3iy[2, S-dltfy^v^dSmg) , 2-^^^/V-[l, 8 

/V(25mg), 4-v ? ^/V-T^yt°y> ? ^(28mg)^l, 2-v^n 
a-<VirV(2. Oml) (Cgl^U 140^X1 H#P^#Uc 0 Eifom 

mg, iDi^ioo%-e#7to 

'H-NMRCCDCl , 400MHz) : 8 2. 47 (s, 3H) , 2. 49 (s, 3H) , 7. 32 (m, 3H 

3 

), 7. 51 (dd, J = 8. 0, 4. 4Hz, 1H) , 7. 92(m, 2H) , 8. 11 (s, 1H) , 8. 22(dd 
, J = 8. 0, 1. 6Hz, 1H), 8. 35(s, 1H) , 9. 14(dd, J = 8. 0, 2. OHz, 1H) 
SA:$MJffii(ESI-MS, m/z) :407(M+Na) + 
[0285] Mi#l81: 3-(6. /^)>-A-^( /V^iy)-2-(3-^Y^-'7^ 

2-T5y-fc°y^-3-^7/V^T/V^tK(100mg) „ 2-^a^e-l- ( 3-;* h3^>-:7 
^-/V)-^y^(188mg)^5m^*^b^hy^^*^(0. 6ml) fc«$»U * 

—-emmirZ>^blc£>9, 2-{3-*Y*ci/-7a^A>)-lU 8^7^Vi»-3-*—/\/ 
£29mg, lt2^14%-e#fc 0 

2-(3-^h^>-^m^/V)-[l, 8]^-7^y^-3-^~— /V(29mg), 4-^PP-6 
, 7-v^ h^r^yy^(64mg), 4-i^^vVT5/fc: 0 y vV(42mg) ^1, 
>-ifV(2. Oml)(CiiU 140°C^T4B#r H m#bfc o ifil«,MC* 

/^(D^jg^n-^h^^— -e*t§H-§^i-J; , 9, ^tJH(Dfb^£r24mg, 
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J[»46%-e#fCo 

'H-NMRCCDCl , 400MHz) : 5 3. 72 (s, 3H) , 4. 00 (s, 3H) , 4. 03 (s, 3H) 

3 

, 6. 47 (d, J = 5. 2Hz, 1H) , 6. 99 (m, 1H) , 7. 23 (m, 1H), 7. 42(s, 1H), 7 
. 49 (m, 2H), 7. 70 (m, 2H) , 7. 93 (s, 1H), 8. 14 (dd, J = 8. 0, 2. OHz, 1H 
), 8. 47 (d, J = 5. 2Hz, 1H) , 9. 15(dd, J = 4. 0, 2. OHz, 1H) 
fCft^flrfgCESI-MS, m/z) :462(M + Na) + 
[0286] ^6fr$il82: 2-(4-^P^-^^/V)-3-(^r7U^-4-^/V^-^»-ri. 81^^ 

2-T$7-t o Uv ? ^-3-^7/V^T/V'XtK(100mg) , 2-^n^-l-(4-^n^e-^^ 
^/V)-^y^(228mg)^5^7K^^hy^^7K^(0. 6ml) l£»»U 

-e#!3tti-5^i:JCtt), 2-(4-7*P^-7x-/V)-[l, 8] y ^-3-^-/^2 
8mg, lR^ll%-e#fc 0 

2- (4-^a^e-^m^/V) -[ 1 , 8]^7^y^-3-^-— /V(13mg), 4-^nnd^yy 
^(21mg), 4-v > ^/VT57t°yv ? ^(16mg)^l, 2-v^nn-^if >-(l. Oml) 
»»U 140°C^T3. 0H#r^Jt#brt o SJ&^Ofc^B^tm/JvV 
A-ettmbfcm, ^nn^/VAjg^TK, t&jfafelfcfc-e«Si£U 

o 

'H-NMRCCDCl , 400MHz) : 6 6. 54 (d, J = 5. 2Hz, 1H) , 7. 48 (m, 2H) , 7 

3 

. 55(dd, J = 8. 0, 4. OHz, 1H) , 7. 74(dd, J = 6. 8, 6. 8Hz, 1H), 7. 82(dd, 
J = 6. 8, 6. 8Hz, 1H), 7. 95 (s, 1H) , 8. 06 (m, 2H) , 8. 15 (m, 2H) , 8. 32 ( 
dd, J = 8, 4, 8. OHz, 1H), 8. 67(d, J = 5. 2Hz, 1H), 9. 17(dd, J=4. 4, 2. 
OHz, 1H) 

®*##rtt(ESI-MS, m/z) :450(M + Na) + 
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[0287] mWHM83: 3-(6. l--J*Y^y-*P)l/-4-'(M*l/}-2-(A-7>Vjrxi-7^ 
2-T^/-fc°y^-3-#/l^T/l^fcR(100mg) , 2~7*vi^-l-(4-7/V^rvi-7 

^M-^?y>(i78mg)&5M.fe7kM4k^bVVJ*7k$&Wi(o. 6ml) fc!Ki»u m 
f Co ^nn^yjg^, i&fn^i£*-ei$fc^U ffi^^^^SftStUt, Mil 

/l^rllmg, iR^6%-e#rt 0 

ft/is J*-CjfoMUt&. ^nn^vJ^m^, ^P^7k-e»U MtK 

^7-/V^<D^7A^n^h^^--e**M-r^^i:^J; t 9.^ffi^t:^^14mg 
, lR^57%-e#fc 0 

1 H-NMR(CDC1 , 400MHz): 6 4. 01(s, 3H) , 4. 06(s, 3H) , 6. 50(d, J = 5 

3 

. 2Hz, 1H), 7. 04 (m, 2H) , 7. 46 (s, 1H) , 7. 48 (s, 1H) , 7. 53 (dd, J = 8. O 
, 4. 4Hz, 1H), 7. 92 (s, 1H) , 8. 18 (m, 3H) , 8. 49 (d, J = 5. 2Hz, 1H), 9. 
16 (dd, J = 4. O, 2. OHz, 1H) 
S*3HJrfit(ESI-MS, m/z) :450(M + Na) + 
[0288] ^1ife#l84: 2-(4~^pp-7x^) ~3~(6. 7-^h^^/U^-4-^/l^frV 
)-fl. 8j±Z±12^>ltt2H^84) 

2-T^y-t°y^-3-^7/V^T/V^tK(100mg) „ 2-^nn-l-(4-^np-7x^ 
/V)-^/^(l55mg)^5^.^^b-7-hy7^^(0. 6ml) t^^U &t£T 



WO 2005/080377 



135 



PCT/JP2005/002610 



Itlt^tSa^ 2- (4-^nn-7x^/V)-[l , 8] ^-3-^-/^51111 

2-(4-?uu-7^/V)-ll, 8]1~7^yi/^-3-^r— /k(48mg), 4-^no-6, 7 
-v ? ^h=3r^yy^(125mg), 4-i^VVT^/£°y v>>-(69mg) ^1, 

, lR^47%-e#^o 

'H-NMRCCDCl , 400MHz) : 8 3. 99 (s, 3H) , 4. 04(s, 3H) , 6. 48(d, J = 5 

3 

. 2Hz, 1H), 7. 33 (m, 2H) , 7. 43 (m, 2H) , 7. 51 (dd, J = 8. 0, 4. OHz, 1H 
), 7. 90(s, 1H), 8. 12 (m, 3H) , 8. 48 (d, J = 5. 2Hz, 1H), 9. 14 (dd, J=4. 
0, 2. OHz, 1H) 

M:5>#pfit(ESI-MS, m/z) :466(M + Na) + 
[0289] Miffil85: 2-(4-^p^— ^m^/V)-3-(6. 7-^h^-^/y^-4-^/V;<h3r 

2- (4-^a^e-^m^/V) -[ 1 , 8]^-7^y^-3-^"— /V(llmg), 4-^no-6, 
7-v ? ^h^f-^yy^(24mg), 4-v ? ^/VT^yt°y> ? ^(13mg)^l, 
^ifV(l. 5ml)fcl«»U 140°C^T5. 5B#^Jt#b7^ 0 ^M^S^ SUS^JC 

, iR*50%-e#fc o 

'H-NMRCCDCl , 400MHz): 6 4. 01(s, 3H) , 4. 06(s, 3H) , 6. 50(d, J = 5 

3 

. 2Hz, 1H), 7. 45 (m, 2H) , 7. 49 (m, 3H) , 7. 92 (s, 1H), 8. 05 (m, 2H) , 
8. 14 (dd, J = 8. O, 4. OHz, 1H) , 8. 49 (d, J = 5. 2Hz, 1H) , 9. 16 (dd, J = 4 
. O, 2. OHz, 1H) 

jC*##rffi(ESI-MS, m/z) :510(M + Na) + 
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[0290] jyjM86j 4 -r3-(6, /^-A-^;V^T^)-\l. 8±tZ±^>l 

^y-hy/Kl84mg)^5^^^^hy^^«(0. 6ml) fc»»U 

ffimi~%~bfc£i9, 4-(3-tKn= 3 rv^-[l, 8^^V^>-2— (/V)^^7^hV/V 

4-(3-tKndr^-[l, Sl^^y^^-^/l^-^^—hy/V^mg) , Onn 
-6, T-^h^r^yy^dgmg), 4-v ? ^/VT^yt°y> ? ^(10mg)^l, 2-v^n 
n-<^V(l. 0ml) (C^U 140 C C^-C3. 5B#^#bri 0 ^?&^?frfeP^ 

mg, 1R^16%-C#fc 0 

1 H-NMR(CDC1 , 400MHz) : 8 3. 98(s, 3H) , 4. 04(s, 3H) , 6. 47(d, J = 5 

3 

. 6Hz, 1H), 7. 14 (s, 1H), 7. 55 (dd, J = 8. 0, 4. 0Hz, 1H) , 7. 61 (m, 3H) 
, 7. 98 (s, 1H), 8. 16 (m, 3H) , 8. 42 (d, J = 5. 6Hz, 1H) , 9. 16 (dd, J = 4. 
4, 2. 0Hz, 1H) 

S*3HJrfit(ESI-MS, m/z) :457(M + Na) + 
[0291] ^1ife#l88: 3-(6, 7-i^h^>-^/y ^-4-^/1^^) -2-t°y ^^-3-^/V-f 

2-t°y> ? ^-3--f/V-[l, 8]^7^-y^-3-^~— /V(17mg), 4-^pp-6, 7-v> 
^h^>dr/y^(51mg) N 4-v ? ^/VT5/fc°y> ? >-(28mg)£rl, 
(1. 5ml)^^U 140 o C^T4B#r H 1it#b^: o m^l^Mfe, 5H&miZ.7k&Mx. 
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^(DWmtn^rW^y-i— X*mM1rZ>^bK£V)^ i»Z>fbi^£l5mg, ^48 
1 H-NMR(CDCl , 400MHz) : 8 3. 99(s, 3H) , 4. 04(s, 3H) , 6. 53(d, J = 5 

3 

. 6Hz, 1H), 7. 34(dd, J = 8. 0, 4. 4Hz, 1H), 7. 44(s, 1H), 7. 45(s, 1H), 
7. 55 (dd, J = 8. 0, 4. 4Hz, 1H), 7. 95 (s, 1H), 8. 15 (dd, J = 8. 0, 1. 6Hz, 
1H), 8. 49(m, 2H), 8. 60(dd, J = 5. 2, 1. 6Hz, 1H), 9. 17(dd, J=4. 0, 2 
. OHz, 1H), 9. 39 (d, J = l. 6Hz, 1H) 
fCm^#rfit(ESI-MS, m/z) :433(M + Na) + 
[0292] ^lfe^'189: 3-(6. /^-A-^M^-iy)-2-M^PJ^-A-^;V-\ 

2-r$y-t°y v'^-s-^/v^T/k-xtKdoomg) , 2-^t2^e-i-t°y> ? ^-4--r^- 

^/>- ^^(230mg)^5^7K^^-hy^7K^(0. 6ml)^^U^ 

^T2 e mi&m^o ^Amio%mm^^fzM, ^nn^^MxMm^ 

— XmWHrZZ-tKXy, 2-t°y^^-4— f/V-[l, 8]^-7^y^-3-^— ;V^3mg 

2-t 0 yv ? ^-4--T7V-[l, 8]t7f y^y-3-t-;V(llmg) , 4-^nn-6, 7-v 5 
^h^-^yy^(33mg) x 4-v ? ^/VT^yt°y> ? ^(18mg)^l, 2-v^nin^^ifV 
(1. Oml) l!l«»U i4O°C^T60#r H m#b^ o ^U^iflfL KJSSllCiKSrftl*. 

'H-NMRCCDCl , 400MHz): 6 4. 00(s, 3H) , 4. 07 (s, 3H) , 6. 55(d, J = 5 

3 

. 2Hz, 1H), 7. 47 (s, 1H) , 7. 53 (s, 1H) , 7. 58 (dd, J = 8. 0, 4. 4Hz, 1H) , 
7. 97 (s, 1H), 8. 03 (m, 2H) , 8. 19 (dd, J = 8. 0, 2. OHz, 1H), 8. 52 (d, J 
= 5. 2Hz, 1H), 8. 66 (m, 2H) , 9. 21 (dd, J = 8. 0, 1. 6Hz, 1H) 
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®*3HJH6(ESI-MS, m/z) :433(M + Na) + 
[0293] mmm90: 2-^<^yTbl^^ J i^-3-^-3-(^/y^-4--^/V^-^-^)-ri. 8 

2-T^y-t°y^>--3-^7/V#T/^tK(100mg) , l-^yvW^^y ^y-2>-^ 
/W2^nn-ai^y^(i73mg)Sr5^e*aft>ft:^hy^A*iS?R(0. 6ml) i^^^L 

7>r— T*jfiiSi-t"5wfcicj:5, 2— <^y[b]^^oi^-3— r/v-[i, si-^^-yvV- 

3-^— /V£r88mg, lW39%-e#fc 0 

2-^<^[b]^7ai^-3-^r7V-[l, 8]^7^y^-3-^*— /Kl5mg). 4-^ 
nndryy^(26mg), 4-> ? ^^T^yt o yv ? ^(20mg)^l, 2-v ? ^nt2^<^V(l 
. Oml)l!:«»U 120 c C^-C7B#^m#bfc o ^ii.^*P^x H^f^^P^n 
naM^-CffttfJUtSL ^on^/^JBSr*^ f&fP^i&Tk^fc^U M^kfifE^^ 

<OU s 7J*9wy>f s 7'74<- -?mmirZ)Z_blZ.£V, mM<Dfc-&$fo&13mE, i&^59% 
'H-NMRCCDCl , 400MHz) : 8 6. 59 (d, J = 5. 2Hz, 1H) , 7. 38 (dd, J = 8. 

3 

0, 8. 0Hz, 1H), 7. 47-7. 62 (m, 3H) , 7. 80 (m, 2H) , 7. 97 (s, 1H) , 8. 13 
(m, 2H), 8. 22 (s, 1H) , 8. 28 (d, J = 8. 4Hz, 1H) , 8. 62 (d, J = 5. 2Hz, 1H 
), 8. 86 (d, J = 8. 4Hz, 1H) , 9. 19 (dd, J = 4. 4, 2. 0Hz, 1H) 
ff*5>#rfiI(ESI-MS, m/z) :428(M + Na) + 
[0294] mmm91: 2-^^yTbl^-^ji^-3-^/V-3-(6. 7-iy^h^riy-^r/V>-4—f 

2-^^y[b]^-^^^-3--T/V-[l, 8]^-7^y^-3-^~— ;V(24mg), 4—? 
nn-6, 7-^h^r^yy^(58mg), 4-v ? ^/VT57t°yv ? ^(32mg)^l, 2-v 5 
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29mg, lR^72%-e#7^ 0 

1 H-NMR(CDC1 , 400MHz) : 5 3. 92(s, 3H) , 4. 02(s, 3H) , 6. 54(d, J = 5 

3 

. 2Hz, 1H), 7. 36-7. 54 (m, 5H) , 7. 83 (d, J = 8. 4Hz, 1H), 7. 99 (s, 1H) 
, 8. 15 (m, 2H), 8. 45 (d, J = 5. 2Hz, 1H), 8. 80 (d, J = 8. 4Hz, 1H), 9. 18 
(dd, J = 4. 0, 2. OHz, 1H) 
Wm^WfiKESI-MS, m/z) :488(M + Na) + 
[0295] WfaM92: 6. 7-v ? ^h^r^-4-(2-b 0 ';$v ? ^-2-^/V-^ryU^-3-^7V^-^-»- 

2-T$y^<^XT/VT f tK(650mg) ^^t2P^y(20ml) fcSBIIU Z.tlK?nn 
Tir^/k^nyK(728mg)^Px., ^MKX— 6M#Lfc 0 fo&MxSSfwWy-? 

^*t®N*5-£fcJ:^ 2-^iai3-N-(2-*/i^/w-7ai=/v)-r"fehT5KSrl. 05g, 
iR^99%-e#fCo 

2-^nn-N-(2-*M/V-7x=;W) -T-fehT5K (960mg) ^ (60ml) 

(i2mi) ^iTLfct, iNfFIMpil^ mma§w&, w^t-z**;—^ 

J£m>$rt-Z>Z.bK£V), 2, S-v^tKn^r^/y^^SOmg, |2$26%«, 

2, 3-v ? t:Kndri/df-yy^(450mg), 4-^nn-6, 7-i^H¥iX3Vy>'(575mg) , 
4-^^/VT5/t°yvV(472mg)£l. 2-v^na-<^if>'(12ml) KMM'L, 135 

7>r— ^SJ-rs^icfc^ 3- (6, 7-> ? ^h^^-^-yy^-4-^/v^^)-dryy^ 

/V£r344mg. J[»77%~C#fco 
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[0296] 3-(6, 7-V^V^y-^r/V>-A-4M^y) -^yV>-2-^T—;V (50mg) „ 

y(imi)iMu i4o°c^-ci. 5mmmwi^fc 0 muic^m, Rfcwicio%^ 

-(2-^n^e-dr/y^-3-^/V^i/)-6, 7-vyh3r^-3Vy^5mg, Jfc^8%-C 

4-(2-^n^-dr/y^-3-^/V^^)-6, 7-> ? ^H3r^-3r/y>'(50mg) N 
df-^hy^^/V^^^^y^^ACO) (28mgh ^M(II) (19mg)^N, N-v> 
yf;WA7^K(l. 5ml)iO!l^U r;h^2-hy^/K*^-/Vfc°y^vV(90 
mg)^Px., lOOr^-C— ^#Lf' 0 ^a^^^I^, RfoW&^MV, ^W(Dm 

, ^jHtfMbl^£28mg, lR^56%-e#fc 0 

1 H-NMR(CDC1 , 400MHz) : 6 4. 05(s, 6H) , 6. 44(d, J = 5. 2Hz, 1H) , 7 

3 

. 43-7. 78 (m, 8H) , 7. 88 (s, 1H) , 8. ll(d, J = 8. 4Hz, 1H) , 8. 52 (d, J = 
5. 2Hz, 1H) 

®*5>Wffi(ESI-MS, m/z) :411(M + + 1) 
[0297] ^gjfe#t|93: 3~(6, l-V'tY^y-^ )VJr*^-2-7 ^?V-\\. 6l^~ 

4-T^y-t°y^-3-^/V#T/^tK(100m g ) „ 2-^n^e-l-^m^/V-rc^/ 
^(127mg)^5^7K^^hy^7K^(0. 6ml) fc!g$»U «^T2 0 Fe9Ml 

^J;<9, 2-^^/V-[l, 6]^-^^-y> ? ^-3-^— 7V^9mg, l(X^5%-e#fc 0 
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6^y^-Vi^>-3-^r— /V(17mg). 4-^Pn-6, 7-^h^> 
^-yy^(51mg), 4-v ? ^^T$yt°Uv ? ^(28mg)^l, 2-v^nn-<^-£V(l. 5m 

•^/vj^^mJtM., ^nt27fx/vAjg^, l&fP^^^K-ei5fe#b, *l*«fEBH'^^ 

'H-NMRCCDCl , 400MHz): 6 4. 00(s, 3H) , 4. 04(s, 3H) , 6. 51 (d, J = 5 

3 

. 2Hz, 1H), 7. 38 (m, 3H) , 7. 44 (m, 2H) , 8. 02 (m, 4H) , 8. 47 (d, J = 9. 
2Hz, 1H), 8. 79 (d, J = 5. 2Hz, 1H) , 9. 23 (s, 1H) 
M3HIH£(ESI-MS, m/z) :410(M+1) + 
[0298] mmM95: 3~(6. 7-^h=fri^fr/U ^-4-^/V^r^)-2-^V^-3-^7V-( 

2-t°y> ? ^-3-^/V-[l, 6]^7^y^V-3-^"— /Kl8mgh 4-^nn-6, 
^h :3 rv /d r/y^(54m g ). 4-v ? ^/VT5yt°yv ? ^(30mg)^l, 2-v^tm-<^i?V 
(1. 5mDfc:fK»U 140°C^T5. 5B#|igjf #Lfc 0 ilBl: Mtt^D 

—/^(Dmmpv^h^^—xmwrrz^bKxy, mm<Dit^m^7m^ i«2 

i%-e#/^ 0 

1 H-NMR(CDC1 , 400MHz): 6 4. 01 (s, 3H) , 4. 05 (s, 3H) , 6. 53 (d, J = 5 

3 

. 2Hz, 1H), 7. 35(dd, J = 8. 4, 5. 2Hz, 1H), 7. 43 (s, 1H), 7. 50(s, 1H), 
8. 04 (m, 2H), 8. 34(m, 1H), 8. 50(d, J = 5. 2Hz, 1H), 8. 63(dd, J = 4. 8 
, 1. 6Hz, 1H), 8. 83(d, J = 5. 2Hz, 1H) , 9. 26 (s, 1H) , 9. 30(d, J=l. 6H 
z, 1H) 

ffm^#rfit(ESI-MS, m/z) :433(M + Na) + 
[0299] gyjMSZi 3-(6. 7-v ? ^h^r^-^-/y^-4-^7V^-^r-»-2-^^-/V-ri. 7j±2 
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rmm^m^tc^ sm^m^hv^^mmio. 5mi)^^w-ci-^nn- 
:/n/N^-2-^(42m g )^jpx., m^T2 b mwcm^o ^mm^ioxmrnx^ 

, mm^^^x-m.m^tco mmrmm^m^vx^hthtcmm^^^/v^ 

^-yvV-3-2}-— /l^22mg, iW31%T?#7i 0 

U^(92mgh 4-^^/Kr^/fc°y> ; V(50mg)£l, 2-v^tm^>~EV(l. 5ml) 
fcjgSSSU 140°C^T8. 5H#P H 1}f #Lfc 0 ^iafcftiP^ H^^tK^PX.^^^^ 
/^-eiUjLfct, ^nn^/k^jg^TK, ^n^i&Tk^i^U ^gtSfe^^^ 

X H-NMR(CDC1 , 400MHz) : 8 2. 76 (s, 3H) , 4. 01 (s, 3H) , 4. 06 (s, 3H) 

3 

, 6. 54(d, J = 5. 6Hz, 1H), 7. 44(s, 1H), 7. 49(s, 1H), 7. 52(d, J = 6. OH 
z, 1H), 7. 61 (s, 1H), 8. 57 (m, 2H) , 9. 45 (s, 1H) 
Sfi^flrfiKESI-MS, m/z) :348(M+1) + 
[0300] ^jjfeff'198: 3~(6, ^-4-^7U^r^)-2-y^=-/V-[l. 7j± 

OOmg) %mfc-^/—/vmm (2. Oml)(C$§A?U ^T^305^1f#Uc o MJ£ 
T^^5feLfcm, 5m^7K^b^hy^7K^(0. 6ml) ^ft?Wc2-^£m- 
l-^^/V-^/^(70mg)^P^ N ^t£T2 0 f»®L7t 0 ^^^10%^^? 
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/!Jy (9mg) , ;V7$yt°y^y (5mg)^l, 2-v^tm^^VU. Oml) 

-CttffibfcfL ^nn^/VAjg^, ta^P^xK-C^L. MtR^^^v^-C 

'H-NMRCCDCl , 400MHz): 6 4. 00(s, 3H) , 4. 07(s, 3H) , 6. 59(d, J = 5 

3 

. 6Hz, 1H), 7. 39 (m, 4H) , 7. 61 (m, 2H) , 7. 86 (s, 1H) , 7. 98 (m, 2H), 
8. 50(d,J = 5. 6Hz, 1H) , 8. 64 (d, J = 5. 6Hz, 1H)9. 62 (s, 1H) 
®A3ttJf{B(ESI-MS, m/z) :432(M + Na) + 
[0301] mWHM99: 7-*h*ri/-4-(2-Z7xi~/>-5. 6. 7. 8^z£2£KH=£L Sl±Z±lj 

^-3-^^>)-^/y^-6-#/^vgt ^k^kz^Eiit i a^iagj 

7-^h^riX-4- (2-7x=/V-[l , 8] ^7^y^-3->f/V'^r'» -3r/y >--6-# 
/l^V^ ^O^/VT^K Wb^^J65) (164mg)^N. N-^^/l^/V (4ml 
)fc$g$?U hy^/VT5^(0. 4ml), 20%7K^^^7^A(16mg)^Px.7K^ 

'H-NMRCCDCl , 400MHz) : 8 2. 00 (m, 2H) , 2. 81 (t, J = 6. 1Hz, 2H) , 3 

3 

. 50 (m, 2H), 4. 04 (s, 3H) , 4. 76 (d, J = 5. 6Hz, 2H) , 6. 35 (d, J = 5. 1Hz 
, 1H), 7. 07 (s, 1H), 7. 15-7. 45 (m, 8H), 7. 75-7. 78 (m, 2H) , 8. 22 (m 
, 1H), 8. 51 (d, J = 5. 4Hz, 1H), 9. 29 (s, 1H) 
ffm^#rfit(ESI-MS, m/z) :539(M + Na) + 
[0302] mmmiOO: l-f2-(lH-ri. 8]^!7^U^-4-^U^VT$/)-t°>;>V-3-^7V 

b^dMiOOQ) 
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hy^^^K (50m g ) s^&n&^m-cjg^u =w^/v (68m g ) ss&nax^irc 

'H-NMRCCDCl , 400MHz) : 8 2. 82 (s, 3H) , 7. 19 (dd, J = 7. 8, 4. 6Hz, 1 

3 

H), 7. 56(dd, J = 8. 3, 4. 1Hz, 1H) , 7. 80 (s, 1H) , 8. 22(dd, J = 7. 8, 1. 5 
Hz, 1H), 8. 37 (dd, J=4. 6, 1. 4Hz, 1H) , 8. 41 (dd, J = 8. 5, 2. OHz, 1H) 
, 9. 16 (dd, J=4. 1, 1. 9Hz, 1H) , 9. 73 (d, J=10. OHz, 1H) , 12. 65-12. 
73 (m, 1H) 

lf*^#rnt(ESI-MS, m/z) :287(M + Na) + 
[0303] Mi#ll01:(6. 7-^*V3ci/-^V*V>-4—</V)-(2-~7^/V-[l. 8]±2±il 
v^-3-^f/v) —TV*/ 101) 

2-T%J-l-7^/V-^ /I/ ^^^(1. OOg)^Tirh^MJ/V(15ml)^^b 
, ^fX^-tert-^/V h(l. 58gh HJ^/KT^d. 30g) , 4- 

^^-/vT^yt°y> ? ^(7img)^p^., mnx-immnwisfro Rfomz.*. ^pp 
^>^\\x.mmvtc 0 i??tt*#>m&7k, ffih-&m&T*&&u w&t*?* 9 sy 

y^n^h^y^—X-mmi-^tKXV), (2-tty-2-~7^7V-^7V)-3)/V 
s^y?Ti/yY tert-^^-/V^^/V§r950mg, ^^70%-C#fc o 

2-T^y-t o y^-3-^/V#T/V^tK(150mg) „ (2-^-^y-2-^^^/V-3i^ 
/V)-^7/W^^^^T^K tert-^^/V^^/V (289mg) %5ffifeft&i\?rYyVJ* 

TiGgma. omi) tz:»»u 0 mtknuto Rmm^io%m.mx^uvtc 
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ft, 

[0304] (2-7^^/V-[l, 8^y^V^-3-4M -%A"**y?Ti/y\* tert-y^/V^- 
*7vK247mg) S^aBfe-pyy— /Mg?&(10ml) fcSgtfU 45^^al^Pl^bfc 0 

§r^{clj;t9, 2-^^/V-[l, 8] ^-7^1? -Jl^-3-4/VT^y^:\ 55mg, ItX^91%-e 
2-7^^/V-[l, 8]-7":7^yvV-3-^7VT^(20mg), 4-^np-6, 

^7 r -yy^(5img)^2-^a/-?y— 7^(3. Omi)fc:«$»u -*U-^-^/— ^ 

, $&^fcm*m^hvv^mw&M^?vv*/^j><xmmi'fro wv*/vj*m%* 
, fm^m^x*m^u m/Kmrn^^y^xMrnvtc^ m&rmm^^v 

1 H-NMR(CDC1 , 400MHz) : 8 3. 78 (s, 3H) , 4. 01 (s, 3H) , 6. 55(brs, 1 

3 

H), 7. 30 (s, 1H), 7. 55 (m, 4H) , 7. 85 (m, 2H), 8. 31 (dd, J = 8. 4, 2. OH 
z, 1H), 8. 75 (s, 1H), 9. 03 (dd, J = 4. 0, 2. 0Hz, 1H), 9. 68(brs, 1H) , 
®*5>Wffi(ESI-MS, m/z) :432(M + Na) + 
[0305] mmmiOl: 3-(6, 7-> ? 7/V^-r2-dr/y^-4-^/k^'»-2-^ J i^/V-ri, 8] 

3, 4-^/V^-nT^y^d. 32gh 5-^h^>^W^-2, 2-v^/V-El, 3]v> 
^drl^-4, 6-^^(2. 0g)&2-7°vs<;— /K40ml) &£|§fi?U 70°C^T30# 

_h|BT?#e>4x^aE, tT73i^/K5. 8g)Sri^73i^/^— 7vK20ml) KIRiBU 

22ox:Kximmmw^fc 0 %.j&m&z>Mu ^^/^xm^-r^tKx<onh 
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(2ml) ^Px., lOOXZKXSO&fm&Vfto ^TSJS»-*^i, zJOBSr^Sfe 

-6, 94g, I&^46% (3^^°) X^fc 0 

[0306] 2-7ai^/V-[l % 8l^^-])^-3-^r—/P (56mg) N 4-^PP-6, 7-v^/V^n 
-df-yy^(50mg), 4-v ? ^7VT$yt 0 Uv ? ^(92mg)^l N 2-^nn-<yify(l. 5 

mi) ^§»u i30°c^-c6n#^m#b^ o mn^mm. Rf^m^m7km~rhv 

^#»£r24mg. lW25%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 8 6. 49 (d, J = 5. 4Hz, 1H) , 7. 32-7. 36 (m, 

3 

3H), 7. 58 (dd, J=4. 1, 8. 1Hz, 1H) , 7. 96 (m, 1H), 8. 04-8. 07 (m, 3H) 
, 8. 13(m, 1H), 8. 22(dd, J = 2. 0, 8. 3Hz, 1H), 8. 58(d, J = 5. 4Hz, 1H) 
, 9. 22 (dd, J = 2. 0, 4. 4Hz, 1H) 
ffS##f{ii(ESI-MS, m/z) :408(M + Na) + 

[0307] mmm 102: 2-7 ^^-3- (5,6, 7-h; zzk£H=±2iJ - r 1 

3, 4, 5-hV7/^vT^-VXl. 20g) , 5-^H¥i^^V^-2, 2-v 5 ^/V-[l, 3 
]v ? ^-=¥i^>'-4. 6-v^(l. 93g)^2-^t2/N/— /K40ml)^^flfL. 70<€^-C 
30^}! #Wc 0 £OS$c£r^>i®U /K lfc\^^—T/i'XffifrirZ ) ~bK£<9 

_hfBt?#^fc^S> tf7oi^7V(6. 3g) &i/-7^/V^—y-;V (25ml) (£?MU 
22O°C^T10#^Jt#bfc o £tJS$£££jgU ^nn^/VA-egfe#-r^^^J:<9#fe 
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(lml) 100°CKX30^mm^ti o yK^TK^mK^M^ fcM*mk 

&*-e?5fc#u mTkmwtrbvv^f&mMto mmrmm^m^x^hntcmm 

-5, 6. 7-hy7/V^-n-dr/y^l76mg, l»10% (3^^jy7°) -e#7t 0 
[0308] 2-7x^-[l, 8]^:7^-y vV-3-;^— /V (51mg) , 4-^nn-5, 6, 

^-n-dr/y>-(50mg) N 4-v ? ^/VT5:/t 0 yv ? ^(84mg)^l, 2->^Pn^<^ifV( 

i. 5mi) ^^l, i30°cKX5mmmwvtc o ms.K%tM&. Eo&mzmmTkm 

'H-NMRCCDCl , 400MHz) : 8 6. 45 (d, J = 5. 1Hz, 1H) , 7. 34-7. 39 (m, 

3 

3H), 7. 57 (dd, J=4. 1, 8. 1Hz, 1H), 7. 72 (m, 1H), 8. 00 (s, 1H), 8. 13 
-8. 15 (m, 2H), 8. 21 (dd, J = 2. 0, 8. 1Hz, 1H), 8. 53 (d, J = 5. 1Hz, 1H) 
, 9. 20 (dd, J = 2. O, 4. 1Hz, 1H) 
Wm^#f#:(ESI-MS, m/z) :426(M + Na) + 
[0309] mmmi03: 3-(6-^^u-^/V>--4-^^^iy)-5. Q-i?^;V-\2. 2'1 

tf try 2k Ofh-£-#) 103) 

4-^nn-6-7/k^-n-dryy^(50mg), 5, 6-v ? ^^/k-[2, 2']tTtry^/W3 
/V(55mgh 4-^^/VT^/t°y^(101mg)^^/^7V^^K(l. 5 
ml) fcj§ft?U ^^ir^^(269mg)^Px.fcmi30°C^-C— ifeit^L/Co gi&H: 

'H-NMRlCDCl , 400MHz): 8 2. 41 (s, 3H) , 2. 67(s, 3H) , 6. 51 (d, J = 3 
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. 7Hz, 1H), 7. 10(ddd, J=l. 0, 4. 9, 7. 6Hz, 1H) , 7. 38 (s, 1H) , 7. 54- 

7. 64 (m, 2H), 7. 90 (d, J = 7. 6Hz, 1H) , 7. 98 (dd, J = 2. 7, 9. OHz, 1H) , 

8. 21 (m, 1H), 8. 36 (m, 1H), 8. 54 (d, J = 5. 4Hz, 1H) 
®*^-*f'ft(ESI-MS, m/z) :368(M + Na) + 

[0310] ggjfe0t|lO4: 3-(7-y/U^rvi-6-^h^>-^r/V>-4-^/^^»-5. G-i?**?- 

4-^nn-7-^/V^-ti-6-^h^ri/-^y!J^(50mg), 5, 6-i^vV-[2, 2']tffc° 
y ^?-/V-3-^-— /V (47mg) N 4-v ? ^^/VT^/t°U (87mg) &i?^;V7./V^ 
v-K(l. 5ml) ^#?U ^^"fe^ I 7^(231mg)^P^fcmi30 o C^T— BfeJl#b/i 

'H-NMRCCDCl , 400MHz) : 6 2. 41 (s, 3H) , 2. 67 (s, 3H) , 4. 04 (s, 3H) 

3 

, 6. 47 (d, J = 5. 6Hz, 1H), 7. ll(ddd, J=l. 0, 4. 9, 7. 6Hz, 1H), 7. 39(s 
, 1H), 7. 63 (m, 1H), 7. 70 (d, J = 9. OHz, 1H), 7. 88-7. 90 (m, 2H) , 8. 
35 (m, 1H), 8. 45 (d, J = 5. 6Hz, 1H) 
ft*3HlffB(ESI-MS, m/z) :398(M + Na) + 
[0311] WMMlQhl 3-(7-?vn-6-*h*^-3c/V^-4-^^tti/)-5. 6-v^/V- 

[2, 2 > it:^°y^ah^#)io5) 

4, 7-v ? ^cici-6-^hdri/-dryy^(50mg), 5, 6->^/V-[2, 2' ]tT tfy v^/V 
-3-^r—;v (44mg) , 4-^^/vr^/t°y (80mg) ^^/l^VV^-^K ( 1 . 
5ml) fcig#U ^^irv-^A(214mg)^Px.fcmi30°C^-r— M#L/t 0 

'H-NMRCCDCl , 400MHz) : 5 2. 41 (s, 3H) , 2. 67 (s, 3H) , 4. 05 (s, 3H) 
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, 6. 47(d,J = 5. 4Hz, 1H) , 7. ll(ddd, J=l. 2, 5. 1, 7. 6Hz, 1H) , 7. 39(s 
, 1H), 7. 63 (m, 1H), 7. 66 (s, 1H) , 7. 88 (d, J = 7. 8Hz, 1H) , 8. 22 (m, 1 
H), 8. 36 (m, 1H), 8. 44(d, J = 5. 4Hz, 1H) 
SA:$MJffii(ESI-MS, m/z) :414(M+Na) + 
[0312] ^6fo#ll06: 3-f4-(5, 6-v ? ^/V-f2. 2' Mf^Jiy^/V-3-^/^^»-^-/V 
~y-7-s(;v\--7^/~-;vUY&itoi06) 
3-(7-^n^-dr/y^-4-^/V^v-)-5, 6-^^/V-[2, 2' ]tf t°y vVOfb^ 

^^•>i(31mg) tT;^>#i^T"eN, N-^f/V*;VA7^K(lml) , 2M 

^8bw^7k^(o. 5mi)Srin^ 70°c-e5B#r 3 m#bfc o s^^^m^m 

X H— NMR (DMSO— d , 400MHz) : 5 2. 35 (s, 3H) , 2. 54 (s, 3H) , 6. 49 (d, 

6 

J = 5. 1Hz, 1H), 6. 83(ddd, J = 8. 0, 2. 4, 1. 0Hz, 1H) , 7. 16-7. 27 (m, 3 
H), 7. 33 (dd, J = 7. 8, 7. 8Hz, 1H) , 7. 66 (s, 1H) , 7. 76(ddd, J = 7. 8, 7. 
8, 2. 0Hz, 1H), 7. 83-7. 89(m, 2H) , 8. ll(d, J = l. 7Hz, 1H), 8. 20-8. 
23(m, 2H), 8. 3l(d, J = l. 8Hz, 1H), 8. 57(d, J = 5. 1Hz, 1H) 
IfA^-tfrfiltESI-MS, m/z) :418(M-1)" 
[0313] ^mmi07: 4-f4-(5. 6-v ? ^/V-f2. 2' ] fcT i?=^/P-3-4/Vtt 
^-1-4;V\-7^J— /VUY&miOD 

3-(7-^n^-dr/y^-4-^'/V^v')-5, 6-v^/V-[2, 2' ]tf t°y vVOffr^ 
^14) (30mgh ^h^^hy^^— ;^7^y/^7^-A(9mg), 4-tKn^^^ 
-;v*^i(3lmg) [^7;^v#iIT"eN, N-^f/V*/VA7^K(lml) , 2M 
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mu mm^^m^xm^tcm, myKmm^-bv^x^mvtco m&rmm 

X H— NMR (DMSO— d , 400MHz) : 8 2. 35 (s, 3H) , 2. 54 (s, 3H) , 6. 45 (d, 

6 

J = 5. 1Hz, 1H), 6. 90(d, J = 8. 6Hz, 2H) , 7. 19(ddd, J = 7. 3, 4. 9, 1. 2H 
z, 1H), 7. 64-7. 70 (m, 3H) , 7. 75 (ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H), 7. 8 
3-7. 90 (m, 2H), 8. 08 (d, J=l. 7Hz, 1H) , 8. 20-8. 24 (m, 1H), 8. 27 (d 
, J = 8. 8Hz, 1H), 8. 54(d, J=5. 2Hz, 1H) 
®m^*ffit(ESI-MS, m/z) :418(M-1)~ 
[0314] mmmiOS: 2-f4-(5, e>-i>^;V-\2. 2^WW^/V-3-4;Vtt^)-*;V 
l/-7-^jV~\-Z7^~;\'T^l<'UV&1fal08) 

3-(7-^n^-dryy^-4-^/V^^)-5, 6-^^/V-[2, 2' ]fcf fcW^tffr^ 
$J14) (30mg),^h7^hy7^/V^^W^^A(9mg), 2-T^77^— /V 
*^(30mg) N-^^/V^/VAT5K(lml) , 2M^& 

#y«7-M<2§$K0. 5ml) feblUt, 70r^5R#5911#Uc: o S^^r^^M#, 

bK£V)mm<D4k&y>}$:3img, Wi00%-e#fc o 

'H-NMRCCDCl , 400MHz) : 8 2. 40 (s, 3H) , 2. 67 (s, 3H) , 3. 86 (bs, 2H 

3 

), 6. 46 (d, J = 5. 1Hz, 1H), 6. 81 (d, J = 8. 0Hz, 1H), 6. 88 (dd, J = 7. 6, 7 
. 6Hz, 1H), 7. 09-7. 15 (m, 1H), 7. 17-7. 28 (m, 2H) , 7. 38 (s, 1H), 7. 
60(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H), 7. 69(dd, J = 8. 5, 1. 4Hz, 1H), 7. 8 
5(d, J = 8. OHz, 1H), 8. 14(s, 1H), 8. 41 (d, J = 8. 6Hz, 1H), 8. 53(d, J = 
4. 6Hz, 1H), 8. 60 (d, J = 5. 4Hz, 1H) 
®*^frfC(ESI-MS, m/z) :419(M+1) + 
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[0315] gy&MllOi 3-(6-^7V^-P-7-^b^r->--^r/U^-4-^/V^-^-'»-5. 6~vW 

/v-f2. 2'1^y^y(^ino) 

4-^nn-6-7/k^-n-7-^h^-iy-dry!J^(50mg), 5, 6->W/V-[2, 2']trfc° 
y v?-/V-3-^-— /V (47mg) , try (87mg) £^^/K*/I^ar 

^K(l. 5ml)^#?U ^^ir^A(231mg)^Px.fcmi30°C^'C— 

'H-NMRCCDCl , 400MHz) : 8 2. 41 (s, 3H) , 2. 66 (s, 3H) , 4. 07 (s, 3H) 

3 

, 6. 43 (d, J = 5. 6Hz, 1H) , 7. 10(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 38(s 
, 1H), 7. 60-7. 68 (m, 2H) , 7. 90(d, J = 8. 1Hz, 1H) , 7. 97 (d, J=ll. 2H 
z, 1H), 8. 34 (m, 1H), 8. 46 (d, J = 5. 6Hz, 1H) 
®*^WfS(ESI-MS, m/z) :398(M + Na) + 
[0316] mmmil l ; 3-(6. 8-i/7/V^rvi-3r;V>-4-^/]/3r3ri/)-5. 6-v ? ^/V-f2. 
2 ; ] ^/ (>f frfr&> 111) 

4-^nn-6, 8— ^7/V^-n^yy^(50mg) % 5, 6-vW/V-[2, 2']tffc: 0 y> ? ^ 
/W3-t- /K50mg) , 4->^^VVT$/t 0 yvV(92mg) £i^^/K*/V^v-K(l 
. 5ml) IzmmU ^m±^M245ms)^Mx.±Ml30X:KX~ 8felf#Lfc 0 

'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 68(s, 3H) , 6. 54(d, J = 5 

3 

. 4Hz, 1H), 7. 17 (m, 1H), 7. 28 (m, 1H), 7. 37 (s, 1H), 7. 68 (m, 1H) , 
7. 79(ddd, J = l. 5, 4. 1, 9. 0Hz, 1H), 7. 91 (d, J = 7. 8Hz, 1H), 8. 48(m 
, 1H), 8. 59 (d, J = 5. 1Hz, 1H) 
S*^-Wffi (ESI-MS, m/z) :386(M + Na) + 
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[0317] gy&Mll3i 4-(2-^3i^/V-ri. 8~\~j-7^Vi/^-3-^/V;t3ci/)-3c/V^-7-jJ 

3-T^y-2, 5-v^£mgoft#li(l. 74gh l-^/V-S-CS-v^/VT^/^P 
tV^^/V^V^K^^^O. 70gh l-tKndri^<^y>yTy*— /VtK^P#/(2. 66 
g)£rN, N-v 5 ^^-/V^/V^T5K(40ml) (£*§#?U /K5ml) ^Px., 

5-v^in£i^S#^ ^f/^T/Kl. 45gh S-^Hf^^^- 
2, 2-vW/V-[:L Slv^^r^-^ 6-^^(1. 50g) £2~:/n/V— /V(40ml 

±.1ZX^btlfcffiMi, \?-7*.—/V(5. Sg)%i?-7^;V^— ^/K25ml) 2 
20^X30^1 Jt#Uc 0 WMUc^ffB^lOiU ^nn*;^-e 

[0318] _hfB-e#^rt»(D— §P (0. 59g) ^N, N-^f/V*^A7^K (20ml) 

U hy^5WT^(4mlh 10%/^^^/^* (0. 59g)^P^.7K*^#H^ 

m^Xnhfrifcmm&^/—^Xffift1r%-tlc£<9, 

dr7y>--7-^/^>^ ^/V^7VV^187mg, I&^28% (3^5/7°) -C#fc 0 
4-^y-l. 4-v ; tKn- :3 r/y^-7-^7/V^V^ ^/krc.X^vV (650mg) grvM' 
y:/tifc°/V;i^/VT^(7ml)^^U ^r^ymt'OAjd. 5ml)^Px., 120°C^ 

x30^mmwv± o TkfttTBcmmfcyk&Mx.. Tkm&fcmTkm^-hvv^mmx 
**nu mmm^mm^^xMtai^ti^ mm^^m^ykxm^u m^mm 
^-hvv&x&mvtco m^ymm^m^xmhfitzmm:r^Y>-^rixi^;vj>, 
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[0319] 2-7^ ;Hl, 8]^-7^y^-3-^*— /V(lOOmg) , 4-^nti-^yiJ^-7-^7 
/l^V^ ^/Vrc^/V(l00mg) > 4-v ? ^/VT5;yt o IJv ? >'(165mg)?rl > 2-v 5 
^pp/<i^y(3mD fc»»U 130°CiCT5B#^^#b/c o HJ&ifc 

'H-NMRCCDCl , 400MHz): 6 4. 03 (s, 3H) , 6. 56 (d, J = 5. 1Hz, 1H) , 7 

3 

. 29-7. 35 (m, 3H) , 7. 57 (dd, J = 4. 4, 8. 3Hz, 1H) , 8. 04 (s, 1H) , 8. 10 ( 
m, 1H), 8. 21 (m, 2H) , 8. 25 (dd, J=l. 7, 8. 8Hz, 1H) , 8. 46 (d, J = 8. 8 
Hz, 1H), 8. 69 (d, J = 5. 4Hz, 1H) , 8. 85 (s, 1H) , 9. 21 (dd, J = 2. 0, 4. 1 
Hz, 1H) 

ff*5>#pfit(ESI-MS, m/z) :430(M + Na) + 
[0320] 3-(6. 7-iy^h^>-^-/V>-4-^/U^-^-»-6-y/V^rti-\'2. 2j] 

WJ^(-fh^#)115) 

2-7/l^n-5-tKn^v't 0 yv ? >'(2. OOgh 3^(44. 9g) £r^7— /V (40ml) 
£*(20ml)(D2£^£^A?U ^?U^T167B#r B m#bfc 0 SJfc$C^$C^ 

-try ^^-3-^-/1^^76 lmg, JR^l 8%T?#fc 0 

6-7/V^-n-2-3— K-try^-3-^"— /V(135mgh 4-^nn-6, 7— i^h^ 
=3r7y^(378mg), 4-v ? ^/VT5yt o Uv ? ^(207mg)^l, 2-v ? ^nn-<^ifV(8m 

D^sasu i3o°c^T3. 5^ra^#u^o ^mi!u^*p«. m&m&k&iRTUgm. 

xf^tifflLti, Bfclfc^vHiSsk, t&fn^*^i5fc?#-U ^/k^^^v- 
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^n^rY^y-i— X*mM1rZ>^bK£V)^ 4-(6-^/v^-n-2-a— K-t°y>V-3--f 
/V3r^)-Q^ 7-v^Mf^-3r/y^89mg, lR^37%-e#fc 0 
[0321] 4- (6-^/^13-2-3— V-^ e V^-3-4/V^iy) -6, 7-v^h3r>-^r/y>-(8 
9mg), ^h7^hy^^/V^^-r^^v ?T >^(48mg), ^^(11) (33mg)£- 
N, N-v^/V*JvVAT^R(2ml) (OK^U ^^-hy^^/K^^/M^yvVU 

54m g )^px.. ioo°c^t— mmwvtc 0 ^ma$%m, EOfcm&smu %m<D 

1 H-NMR(CDC1 , 400MHz): 6 4. 03(s, 3H) , 4. 04(s, 3H) , 6. 36(d, J = 5 

3 

. 2Hz, 1H), 7. 10(dd, J = 8. 8, 4. 0Hz, 1H), 7. 26(ddd, J = 7. 6, 4. 4, 0. 
8Hz, 1H), 7. 39 (s, 1H), 7. 56 (s, 1H) , 7. 66(ddd, J = 9. 2, 7. 2, 1. 6Hz, 
1H), 7. 74 (dd, J = 8. 4, 6. 4Hz, 1H), 7. 90 (d, J = 5. 2Hz, 1H), 8. 34 (m, 
2H) 

fCm^#Hg(ESI-MS, m/z) :400(M + Na) + 
[0322] MMM 116: 6-^3^-4- ( 2-7 ^/V-f 1 , 8]±Z±1> Sl'ttZ') -dp- 
/';^-7-^7/V^Vi# ^^/V^^^/V (YK^#n 16) 

2-p<h^^-5-— ^f/Vx^f/V (300mg) „ MjkTZ/te—VJ* (22 
8mg) , M|&(929mg)^^y— /KlOml) x tK(0. 5ml) KJ$»U 3SfcftT3B#|!flif 

;^/V^7VV£244mg, JD^95%-e#fco 
5-T57-2-^h^rv'-^S#^ ^VVo^*7VK244mg) , 5-^h^^^W^-2 
, 2-v^/l— [1, 3]'^ffy--4, 6-v ? ^(228mg)^2-7°ti/-?7— /V(3ml) 
t£i§ft?U 100°C^T15H#r H m#b7t o ^T»jftSre*bT#e>tb^aaESr^ 



WO 2005/080377 



155 



PCT/JP2005/002610 



^1^-5--f y-^V^/V) -T^y]-2-^h3f-iy-^m#^ ^/V^7VV248m 

[0323] 5-[(2, 2-\y^/V-A, 6-^^y-[l, 3]^^:/-5-^y^V^/V)-T5: 
/]-2-^h=¥^-^S#^ ^f/Vx^f/V (245mg) „ tf :7^/k (676mg) ^ 
-/k^-^ / K2mi) tc:»»L, 260°C^-r455>^il#Lfc o mMKfttm&, ML 

_hfB-e#^tlfc|gJ| (45mg) ^^^"-/Klml) fOS^U ~tU^*<DN, N 

-v ? ^^*/vat5K^px.tioo°c^T3. 5B#r B m#Lrt 0 7R^T-e£CJ»£f& 
% (2^5/7°) -e#7t 0 

[0324] 2-7x^-[l, 8]^^yvV-3-;<i-— /V(llmg) % 4-^tm-6-^h3r>-dr/y 
>--7-^7/V^V^ *<f-;V^XrrfV (4mg) , 4-v ? ^/VT^/t°y (6mg) ^1,2- 
^nn^ifV(lml) fcjg$»U 120r ^-C36B#P B 1il#Ut 0 ^i&l^SP^ K 

5mg, HX^71%-C#^io 

'H-NMRCCDCl , 400MHz) : 8 3. 98 (s, 3H) , 4. 02 (s, 3H) , 6. 57 (d, J = 4 

3 

. 8Hz, 1H), 7. 35 (m, 3H) , 7. 55 (dd, J = 8. 8, 4. 4Hz, 1H), 7. 61 (s, 1H) 
, 7. 99(s, 1H), 8. ll(m, 2H) , 8. 19(dd, J = 8. 0, 1. 6Hz, 1H), 8. 44(s, 1 
H), 8. 56 (d, J = 4. 8Hz, 1H), 9. 19 (dd, J=4. 4, 1. 6Hz, 1H) 
®m^frfit(ESI-MS, m/z) :460(M + Na) + 

[0325] mmm in-. a-(q-^ ^-2-^)^^-2-4^-^)^-3-4;^^) 
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M^h^tKn^^ ( 100ml) ^T/V=fV#ffl^CT. 0 < C'C2. OMy^A 9 MV 
^ntVVT^K/^^y, Th9^^9>, ^vW<>~tf (26. 2mlK tM£ 

^hy-n-^/K*X(l4. lmD^JlRf^nx., 0°CXl5ftWLW\^tz. o Kfom&-7s°c 

lg, IR*56%-C#fc 0 

7^>(l30ml)^A?U -78°C-ei. 6M ri-y*^-M)^J*/^^WW.{$. 6 
ml)£MTUc^ -78°C-e30^#b, 4ffi^^ t ;Kt2^>'(20ml) \zMmUZ-5 

^/i-xmrnisfc^ mm^/^m^xm^u m^mm^-bv^^x^mvtco 

^^-^Mi-§'^t-J: ( 9(5-^^-^9^-2--r7v)-t o y^> ? ^-2--r/v-^^y— 

/V^888mg N J|X^32%-^#fc 0 
[0326] (5-^^VK7^-2-/f7k) -fc°y ^v^-2---|7V-^y— /V (880mg) ^ wfr/V 

^(i5mi)^^L, r.mit^jfX3. 8g)&Mz.mM.x—mw£Wisf' 0 Ea&m$: 
±9^hmmu mm^m&rmmm^xnhtitzmm^mmr^tt^ 

_Lta<D?i& /V(7ml), 28%T^^T7K^(8ml)^$tW c t I ^AtL. 1 

60 o CT:— ifeil#bfc 0 SJ£»^?fi«Sim, ^cJET^@*bT#e>tb^SE 

t°y$v ? ^-2--r/V-t°yv ? ^-3-^— /V^305mg, lR*35%-e#fc 0 
6-3z^-7V-2-t°y ^^^-2-^-^^ ^^-3-^"— /V (40mg) , 4-^ n ti^y y >- ( 
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164mg) N &gkteiSpMl96mg) , 4-v ? ^/VT$/t°yvV(73mg) IclvW/K* 
/vaf?^VK(2ml)SrJn^., l30 o C-e6B#r^Jt#bfc o KJSScSr^jaic^ft. *Sr*n 

'H-NMRCCDCl , 400MHz): 8 1. 41 (t, J = 7. 6Hz, 3H) , 3. 05 (q, J = 7. 6 

3 

Hz, 2H), 6. 53 (d, J = 5. 2Hz, 1H), 7. 10 (t, J = 4. 9Hz, 1H) , 7. 43(d, J = 
8. 3Hz, 1H), 7. 53 (dd, J = 7. 1, 7. 1Hz, 1H), 7. 61 (d, J = 8. 3Hz, 1H), 7 
. 73(ddd, J = 8. 6, 8. 6, 1. 2Hz, 1H) , 8. 05 (d, J = 8. 5Hz, 1H), 8. 31 (d, J 
= 8. 3Hz, 1H), 8. 60(d, J = 5. 1Hz, 1H), 8. 64 (d, J=4. 9Hz, 2H) 
®i3ttJf{B(ESI-MS, m/z) :329(M+1) + 
[0327] ^jfcfltll 18 : 3-(6-^y^°P^^rjy-7-^h^-^-^r/ i ;^-4-^/V^-^r^')-2-^ J i 

2-^Y^y-A-^-Yny^—;V{2. 46g)£rN. N-^f;V*/W^K (40ml) 
?g#?U KH*!J^(3. 84gh 2-^n^ynyN^(2. Oml) ^Px., 1OO°C^T30# 

msm^u^o s^^tk^px.^ mm^/^xmtau mm^^mz^ 

±mV&htlfy3tm%N, N-^^/VzJvV (40ml) ^#?U 

V(5ml), 20%*B6^^9^A/^3tl(l. 48g)^P^L, *^^#ffl^CT^?& 

[0328] ±fBtr#^fcaS, 2->W/V-[l, 3] ^^^-4, 

6-v ? ^">-(2. 08g)^2-7 P nx-?y— (40ml) KlgfllU 70 o C^T30^r H 1Ji#b7t: 
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H-^yy i/-4-^&2. log, ir^62% (4^5/7°) -e#/c 0 

6-^y^t2^dr^-7-^h^^-lH-^/y >--4-^"^ (2. lOg) ^y^ntWx 
^•/VT5>-(5ml)^^L, ^"^>^t:«9/u(l. 5ml) ^Px., 100°C^-C30£ff9H 

^h^y^^—XMMir^tKX^,4-^tiu-6-4yyt2^iy-7-^h^-^yV 
>&2. 05g, iR*90%-e#f'o 
[0329] 2--7^7V-il, 8}i~y^])^-3-^r-~7V (44mg) „ 4-^cia-6-^y7°n7Kdrv/ 
-7-^h^iy-^yyy(50mg), 4-v ? y^/VT5yt 0 yv ? y(73mg)^l, 
yirXl. 5ml) 130T;^T8I^P^#Uc o m&K#t$Q&. RJ&mztfk 

&7k, mmik^xm^u m7Kmm^-hv^^xmmvtc 0 m.j±rmm^^x 

'H-NMRCCDCl , 400MHz) : 8 1. 48 (d, J = 6. 1Hz, 6H) , 4. 06 (s, 3H) , 4 

3 

. 77 (m, 1H), 6. 51 (d, J = 5. 6Hz, 1H) , 7. 34-7. 36 (m, 3H) , 7. 53 (s, 1H 
), 7. 56(dd, J = 4. 4, 8. 3Hz, 1H), 7. 62(s, 1H), 8. 00(s, 1H), 8. 09-8. 
11 (m, 2H), 8. 19(dd, J=l. 7, 8. 1Hz, 1H), 8. 43(d, J = 5. 6Hz, 1H), 9. 
19(dd, J=l. 7, 4. 1Hz, 1H) 
®m^W'fg(ESI-MS, m/z) :460(M + Na) + 
[0330] 119: 3- ( Q-*h*i/-7-^/V-* /V -5 „ 6-S^^vV- 

[2, 2 > l^y^aK^119) 

4-ynn-6-yhdr^-7-y^-/V-^-yy^(50mg), 5, 6-v ? ^7V-[2, 2']tft°y 
v 5 — 7^-3-^-— /V (48mg) „ 4-v ? y^/VT5:yt:°y 9 J> (88mg) ^vW/KX/Mfrdriy 
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'H-NMRCCDCl , 400MHz) : 6 2. 41 (s, 3H) , 2. 45 (s, 3H) , 2. 67 (s, 3H) 

3 

, 3. 99 (s, 3H), 6. 47 (d, J = 5. 1Hz, 1H), 7. 10(ddd, J=l. 0, 4. 9, 7. 3Hz 
, 1H), 7. 38 (s, 1H), 7. 52(s, 1H), 7. 62 (m, 1H), 7. 89 (d, J = 8. 1Hz, 1 
H), 8. 02 (m, 1H), 8. 36 (m, 1H), 8. 40 (d, J = 5. 6Hz, 1H) 
®m^*ffit(ESI-MS, m/z) :394(M + Na) + 
[0331] mMmi2£L 3-(6-^y^utf*^-7-*h*^-*/V^-4-^tti/)-5. 6-v? 
g±2k=L2> 2 > ltfb°Uv ? ^aK^fel20) 

4- ^nn-6-^y7°n^ o dri/-7-^hdriy-dryy^(50mg), 5, 6-v ? ^/V-[2, 2' 
]tft°y^>-/V-3-^-w- /V(40mg) , 4-v ? ^^/VT5/t:°yv 5 ^(73mg)^v ; y^-/V^/V 
*3r>R(l. 5ml) fcStffcU ^^>^(194mg)^P^.fc#130°C^T— M 

fiSBH-S^KJ;?), SJH<Z>fb^£45mg, M55%-e#fc 0 

1 H-NMR(CDC1 , 400MHz) : 5 1. 46 (d, J = 6. 1Hz, 6H) , 2. 40 (s, 3H) , 2 

3 

. 66 (s, 3H), 4. 04 (s, 3H) , 4. 78 (m, 1H) , 6. 41 (d, J = 5. 6Hz, 1H) , 7. 10 
(dd, J = 4. 9, 7. 3Hz, 1H), 7. 38 (s, 1H), 7. 56-7. 62 (m, 3H) , 7. 86 (d, J 
= 7. 8Hz, 1H), 8. 36 (d, J = 5. 9Hz, 1H), 8. 39 (m, 1H) 
fCm^#Ffg(ESI-MS, m/z) :438(M + Na) + 
[0332] ^fifrff'1121: 8-(5. 6-v ? ^/V-f2. 2^\fM^)^;V-2,-^;V^r^)-2-^Y^ 

5- T^7-2-^h^y-^V^(l. 26g) , 5-*Hf$0«^V>'-2, 2->W/V-[l, 
3] ^^^-4, 6-^^(2. 06g)^2-y°ti/-?y— /K40ml) l£»»U 70°C^ 
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_hfB-e#^tb^^ H , fcTT^vKS. lg)Sri^73i^^— ^/K20ml)^j©U 

[0333] JifB-e^t^tvfcaS^-ry^ntVV^/VT^^ (7ml) Mi^U ^S/ifrfb*) A, 
(1. 5ml) ^PX., 100°C^TlH#r H 1il#Ufc o 7K^TC^^tK^PX., tKS^ 

n-2-^Mf^-[l, 5]^-^^y> ? ^572mg, 1|2$29% (3^5/^) ~e#fc 0 

8-^ai3-2-^hdrv/-[l, 5]^!7^y vV(50mg) , 5, 6-> ? ^/V-[2, 2']tffc°y 
v?-/V-3-^~— (51mg) „ 4-^^/VT^/t°y^>- (94mg) ^v^/K^/V^^ 
K(l. 5ml)t^fifU ^ir^A(251mg)^Px./t^l30 < t:^-C-^#Lrt o 

'H-NMRCCDCl , 400MHz) : 8 2. 34 (s, 3H) , 2. 66 (s, 3H) , 3. 92 (s, 3H) 

3 

, 6. 92(d, J = 5. 4Hz, 1H) , 7. 17-7. 26(m, 3H) , 7. 65(dd, J = 7. 6, 7. 6H 
z, 1H), 8. 16 (d, J = 8. 1Hz, 1H) , 8. 36 (s, 1H) , 8. 53 (d, J = 5. 9Hz, 1H) 
, 8. 58 (m, 1H) 

Wfi5>#pfg(ESI-MS, m/z) :381(M + Na) + 
[0334] 123: 3- ( 6-^^v ? /V^-dr->-7-^ h=^>-dr /V >-4~^ /Vtt^) -2-7 m 

2-^h^i/-4-^hn7^y— /V(2. 07g)^N N N-^f/V*^A75K (40ml) ^ 
?§*?U ^#y<?A(5. 9gK ^^/V^nyKd. 8ml)^Px., ^U^T-gfcjl# 
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izLTk&uaz., mm^^xmmv. Wfm^/^m&fo. t&ft&tt-vft&vx, m 

<^ifV^2. 94g, l|X^93%-e#fc 0 
D^mmU mtT>*e~VM2. 49g), M0&(15. 3g)£;!jPx., 120 o C^T4R#^ 

[0335] _h|B-C#fe^glSE, 5-^h^^U>-2, 2->W/V-[l , 3] $WM^-4, 
6-> ? ^->'(2. 42g) ^2-^/-?7— ;K50ml)(«U 70°C^T30£fBTO #Lfc 

_h|E-e#b^bfc^^, \fZ7x.~J>V(G. OgJSrv^^/Kx— ■7 L /K25ml) iClgiSU 
22O°C^-C10#^^#bfc o SJ^Sr^tf)**^/— ;^na*;^^©*7^^n 

3r>%l. Og. 1131^32% (3^5/7°) -C#fc 0 

6— <^/V^^-7-^hdr^-lH-3Vy >--4-^"^ ( 1 . Og) ^MV^nM >x 
^WT^(15ml)^^U ^"^^b'QA/d. 5ml) ^Px., 120 o C^TlB#^Jl 

•^h^9^^--e**Mi- ; 5^^^J: , 9, 6^^/l^^>-4-^nn-7-^^^/y 
^971mg, iW90%-e#/t o 
[0336] 2-7x=;V-[l , 8] -r^Wls-Z-jr— /V (23 lmg) „ 6^<^^/V^-^riX-4-^ 
nn-7-^h^>^/y^(306mg), 4-v > ^/VT5:/t 0 yv ? ^(369mg)^l, 2-^ 
nn-O-ifV(10ml)^»U 130°C^T7R#r H 1Jt#U H^110°C^T— tfeH# 
Ut, j£^HJ^It^6--<^> ? /V^-dr^-4-^nn-7-^h^^yy^(30mg) ^Px. 
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'H-NMRCCDCl , 400MHz): 5 4. 06(s, 3H) , 5. 27 (s, 2H) , 6. 50(d, J = 5 

3 

. 1Hz, 1H), 7. 20 (m, 1H), 7. 27-7. 48 (m, 9H) , 7. 50 (dd, J = 4. 1, 8. 0 
Hz, 1H), 7. 76 (d, J=l. OHz, 1H), 8. 08-8. 12 (m, 3H) , 8. 48 (d, J = 5. 1 
Hz, 1H), 9. 15 (dd, J = 2. 0, 4. 2Hz, 1H) 
®*^Wffi(ESI-MS, m/z) :508(M + Na) + 
[0337] ^6fo$ill24: 7-;*h^-4-(2-:73i~/Wl. 8l^7^U^-3->T/V^-^»-^ 
y U >-Q-3r—;v UV&m 1 24) 

^-7^y> ? ^(^^123) (380mg)^hy^/V^-ti^(3ml) tO§fi?U ;**XX/V 

^m(o. 3mi) srjn^., ^a^T3B#r^it#Lfc 0 s^^-tR^p^ ^si*^ 

mg, JR^89%-C#fCo 

X H-NMR(CDC1 , 400MHz) : 8 4. 08 (s, 3H) , 6. 48 (d, J = 5. 4Hz, 1H) , 7 

3 

. 27-7. 34 (m, 3H) , 7. 44 (s, 1H), 7. 50 (dd, J = 4. 2, 8. OHz, 1H), 7. 69 ( 
s, 1H), 7. 81 (s, 1H), 8. 10-8. 14 (m, 3H) , 8. 46 (d, J = 5. 1Hz, 1H) , 9. 
14 (dd, J = 2. O, 4. 1Hz, 1H) 
®jk$HJrlfi(ESI-MS, m/z) :418(M + Na) + 
[0338] MMM125: 2-\7-^Y^-A-(2-y^/V-\l. S\^-7^)jy>-3-4;V^r^ 

) -^/y>-6-4^^y]-^/-^ ilkBM 125) 

7-^ h^r V--4- (2-7x=/V-[l , 8] ^7^y^V-3->f/V^r'» -^cSV >-6~^T 
—/^(4k&mi24) (70mg)^N, N-i^^/MM^T5K(3ml) (£?g$?U £t8fc&y 
[7^(180mgh /V(0. lml)S:ini^ 70°C^T^ifejt#b/c o ,KJ£ 

afcteUik&Oii*.. ^xf;vt*ittiL, i*^*'®*^ g^^*-e?5fc^L-c. 
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J[»44%-e#fCo 

'H-NMRCCDCl , 400MHz) : 5 4. 02 (s, 3H) , 4. 07 (t, J = 4. 1Hz, 2H) , 4. 

3 

24 (t, J=4. 4Hz, 2H), 6. 49 (d, J = 5. 1Hz, 1H) , 7. 34-7. 37 (m, 3H) , 7. 
43 (s, 1H), 7. 51-7. 54 (m, 2H) , 7. 92 (s, 1H), 8. 13-8. 16 (m, 3H) , 8. 
49 (d, J = 5. 4Hz, 1H), 9. 16 (dd, J = 2. 0, 4. 1Hz, 1H) 
fCS^flrfitCESI-MS, m/z) :462(M + Na) + 
[0339] ^6fr$ill26: 4-(5. 6-v^/W2. 2 , 1tffc p U^/W3-^/V^-^»^yU> > - 
7-^7/V^V^ T$Kah^#)126) 

4-^t2P-^yyy-7-*/^yl ^f^r/v (lOOmg) Sr^y— (5ml) 
?§*?U 28%T>-«T7K(5ml)^P^.T40 o C^T-^#b7i o ^JET^Sr® 

^-hy!7A-e^bfCo MffiTW^®^bT#^tbfcaS(58. 5mg)^*tM«^ 

_hfB-e#^/taS^— §R(55mg). 5, 6->^/V-[2, 2' ]tft°y ^;W3-t 
— /V(53mg). 4-^^/VT5/t°y^(98mg)^^/V^/V^ :3 rv / K(l. 5ml) ^ 
^fi?U ^^irv/'7^(260mg)^Px./t#130 o C(c:T— ife^t#UfCo 

1 H-NMR(CDC1 , 400MHz) : 8 2. 42 (s, 3H) , 2. 67 (s, 3H) , 6. 59(d, J = 5 

3 

. 4Hz, 1H), 7. 08 (m, 1H), 7. 41 (s, 1H), 7. 61 (m, 1H), 7. 92 (d, J = 8. 1 
Hz, 1H), 8. 13 (d, J = 8. 8Hz, 1H), 8. 28 (d, J = 4. 1Hz, 1H), 8. 53 (d, J = 
8. 8Hz, 1H), 8. 64-8. 68 (m, 2H) 
Wm^#Tfit(ESI-MS, m/z) :393(M + Na) + 
[0340] mWMl2S: 2~7 l -h^^-S-(2-'7^;V-\l^ 8}±2±^^S^£jU±^±d 
1. 5j±Z±lL2>ltt2B^ll28j 
2-7^^7V-[l, 8]^7^y^-3-^-— 7V(57mg). 8-^nn-2-A^-[l, 
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Sl^^yvVCSOmg), 4-v ? ^/VT57t;°yv ; ^(94mg)^l, 2-v^tm^<>'i?V 
(1. 5ml) 130°C^T8H#r H m#bfc o ^S^iflfL S^^^tK^ 

'H-NMRCCDCl , 400MHz) : 8 3. 68 (s, 3H) , 7. 15 (d, J = 9. OHz, 1H) , 7 

3 

. 18 (d, J = 5. 1Hz, 1H), 7. 40-7. 42 (m, 3H) , 7. 46 (dd, J = 4. 4, 8. 3Hz, 
1H), 7. 58 (s, 1H), 8. 03 (dd, J = 2. 0, 8. 3Hz, 1H) , 8. 32 (d, J = 9. 3Hz, 
1H), 8. 38-8. 41(m, 2H) , 8. 69(d, J = 5. 1Hz, 1H), 9. 10(dd, J = 2. O, 4 
. 1Hz, 1H) 

ff:l:^#rfft(ESI-MS, m/z) :403(M + Na) + 
[0341] mmmi2£L 3-(5, 6-^PP^/yy-WW»-5, Q-i?^/V-\2, 2' 

1tftry^(>fh^i3o) 

4, 5, 6-hy^tm3vy^(50mgh 5. 6-v^/V-[2, 2' ]tf fc°y v^/V-3-;^— 
/V (43mg) „ 4-i^^vKT57 t°y vV (79mg) £rv^/V^/V*dr>K (1 . 5ml) (Cg? 
fl?U ^^ir^A(210mg)^Px.^l30°C^T— ifeil#bfc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 68(s, 3H) , 6. 67(d, J = 5 

3 

. 4Hz, 1H), 7. 17(m, 1H), 7. 32(s, 1H), 7. 68 (dd, J = 7. 3, 7. 6Hz, 1H) 
, 7. 81(d, J = 9. OHz, 1H), 8. 03(d, J = 7. 8Hz, 1H), 8. 07 (m, 1H), 8. 47 
(m, 1H), 8. 56 (d, J = 5. 4Hz, 1H) 
ffm^#rfit(ESI-MS, m/z) :418(M + Na) + 
[0342] gyfeMl31_: 3-(6. 7-^PP-^r7'Jy-4-^^^)-5, 6— ^^/W f2. 2' 
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4, 6, 7-MJ^nn3vy^(62mgh 5 N 6-5W/W[2, 2' ]lftry^— 7V-3-^"— 
/V (54mg) , 4-vW/KT^/ t°U (98mg) ^i^vKVV^v'K (1. 5ml) 
fi?U ^^ir^^(262mg)^Px./>^130°C^-C-M#Lfc o ^?&f£#*|l^ 

£Mb^^70mg, llX^65%-e#fCo 

'H-NMRCCDCl , 400MHz): 6 2. 41(s, 3H) , 2. 67 (s, 3H) , 6. 48(d, J = 5 

3 

. 4Hz, 1H), 7. 12 (m, 1H) , 7. 38 (s, 1H) , 7. 65 (m, 1H) , 7. 92 (d, J = 7. 8 
Hz, 1H), 8. 27-8. 35 (m, 2H), 8. 50(d, J = 2. 2Hz, 1H) , 8. 55(dd, J=l. 
7, 5. 4Hz, 1H) 

OTr^flrfilCESI-MS, m/z) :418(M + Na) + 
[0343] gj&gjl 132: 3- (6-^P^e-7-^h^ V-^r/y V) [ 1 

, 8j±Z±lL2^il2am32j 
l-^d^e-2-^h^r>^-4-— hn^i^ifV (2. 32g) Ss^/— /V/^K (60ml/ 5ml 

)\z.mm^mtT>^^Mi. 94 g hM#&ao. i g )^px., i2o°c^T3R#5gn 
#b/c 0 Rmm&smu *?s—^xm&u mmrmm^^vxmhtitimm 

6-^^(2. 3g) S^-^n/ V— /K60ml) td§fi?U 70 o Ci-TlB#^^^#br5: o 

±fB-e#^tl,^S. t7i=/K6. 86g) ^^m^/Vm— 7-/V(25ml) ^^^L 
, 220°C^T3H#^Jl#bfc o ^m^*P^, KJfcflfcSr^ifiU ^nn*/VAt» 

[0344] .hfBtrlt^fc^S^-ry^ntW^/VT^^ (7ml) Id&iBU O&^sMAUQhj 
(2ml) Srin^ 100 0 C^TlB#^Jt#b^ 0 tK^TSJ^IR^^K^Bx., *SSr^K 
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25g, lfc^46% (4XTy7) T?#fco 

h^-^/y^(200mg). 4-> ? ^/VT5:/t 0 !Jv ? ^(269mg)^l, 2-^nn'<>' 
^(3ml)lJ:«»U i30 < C^-C5^ra^#bfc„ ^ia^j^*p« % KJfcfccl^ifck 

'H-NMRCCDCl , 400MHz) : 5 4. 09(s, 3H) , 6. 40(d, J = 5. 6Hz, 1H) , 7 

3 

. 33-7. 37 (m, 3H) , 7. 57 (dd, J = 4. 1, 8. 1Hz, 1H) , 7. 61 (s, 1H) , 8. 03 ( 
s, 1H), 8. 06-8. 08 (m, 2H) , 8. 22 (dd, J = 2. 0, 8. 3Hz, 1H), 8. 52 (d, J 
= 5. 6Hz, 1H), 8. 62 (s, 1H), 9. 21 (dd, J = 2. 0, 4. 1Hz, 1H) 
®*^Wffi(ESI-MS, m/z) :480(M + Na) + 
[0345] mmi¥M33: 3-(6~:/P^-7-7^^-^/y^-4-^/V:^r->)-5. 6— S^^/k- 
f2. 2Htft°y^^k^l33) 

6-^n^-4-^nn-7-^h=3r^-^-yy^(200mg), 5, 6->W/V-[2, 2']tffc° 
y S?-7k-3-^-— 7V (147mg) , 4-vW/VT^/t°y (269mg) £v^/K*/Vtfs 
=¥v-K (3ml) K^MU ^^^^(717mg)^P^.fc^l30°C^T-»#b^ 

Z.bK£V, ^Jg<7Mfr^£r308mg N l|X^97%-e#fc 0 

'H-NMR^DCl , 400MHz) : 8 2. 41 (s, 3H) , 2. 66 (s, 3H) , 4. 07 (s, 3H) 

3 

, 6. 39 (d, J = 5. 6Hz, 1H) , 7. ll(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H), 7. 37(s 
, 1H), 7. 52(s, 1H), 7. 63 (m, 1H) , 7. 91 (d, J = 8. 1Hz, 1H) , 8. 35 (s, 1 
H), 8. 48 (d, J = 5. 6Hz, 1H) , 8. 48 (s, 1H) 
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®*3HJH6(ESI-MS, m/z) :458(M + Na) + 
[0346] MMM 136: 3- (6— Ojy^yt^y-^r/V l^-A-^ ;vHr^r 9 y') -5. 6-v ? ^^/V-f2 
. 2 , 1bTfc p ';^(>fh^l36) 
4-^<^v ? /V^iy-T^!;^ 18g) , 5-^h^V^W^-2, 

3]^^i^^-4, 6-^^(1. 03g)Sr2-ynyV— /V(15ml)(e:!giSU 
hym^/VT^CO. 78ml) Srj&Pfc. 70°C^T3B#F H m#bfc o ^S^icPfL SJS 

, 240°C^T— BfeJ£#Ut 0 ^U^«L HJS«^0f^^/-^nD*;V 

flS«M/(0. 5ml) ^PX., 120 c C^'C3B#^it#Lrt o tR^TS^^^P^.. * 

s^^m^hy^^TK^-e^fpb, *ae^^^3i^-/k-ettmbfcm, ^ 

6--<^v ? /V^-dri/-4-^nn-dryy^l47mg, MU0% (3^7^:/) -e#7t 0 
[0347] 6^<^> ? /V^^-4-^uti-dryy^(147mg) „ 5, 6-v^/V-[2, 2' ]tffc°y v? 
~ /V(140mg) , 4-i/^/VT^J\i°y vV(200mg) ^y^Vl^VV^ 
i/K(3ml) fcigftPU ^^ir^^(540mg)^Px./>^130°C^-C— ifem#b7^ 0 

t^XX), ^jH?>fbl^»158mg N l|Jl^66%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 39 (s, 3H) , 2. 66 (s, 3H) , 5. 21 (s, 2H) 

3 

, 6. 43 (d, J = 5. 1Hz, 1H), 7. 10(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 35- 
7. 55 (m, 8H), 7. 67 (d, J = 2. 7Hz, 1H) , 7. 76 (m, 1H), 7. 96(d, J = 9. 3 
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Hz, 1H), 8. 44 (d, J = 5. 1Hz, 1H) , 8. 51 (m, 1H) 
J£fi#<lH£(ESI-MS, m/z) :456(M + Na) + 
[0348] ^MMl37j 3-(7-^<^/^^-^/U^-4-^^V)-5. 6-vW/V- f2 
. 2 > 1W;^(^#>137) 

3^^/1^-^-T— Og), 5-^h^-y^U^-2^ 2-i?^/V-[U 3] 
^^^-4. 6-^^(1. 03g)£r2-:/n^V— /V(15ml)j21«|»U 70°C^T3 

, 240°C^T— BfeJ£#Ut 0 ^U^«L HJS«^0f^^y-;^nD*;V 

s^^m^hy^^TK^-e^fpb, mMm&mm^*'Ztt\toi,tc^ mm 

7--<^> ? /V^-dr^-4-^cin-dryy>'^222mg, MU6% (3^7^:/) XW^o 
[0349] 7--<^> ? /V^v/-4-^uti-dryy^(222mg) x 5, 6-vW/V-[2, 2' ]tnfy-^ 
— /k-3-^-— /k(220mg) , 4-v ? y^/^T^/fc°yvV(302mg) ^p^/l^Vl^^r 
v/K(3ml) fcigftPU ^^ir^^(820mg)^Px./>^130°C^-C— Bfejt#Ufc 0 

^JH<ZHfr^£239mg N JtZ^67%-e#fCo 
'H-NMRCCDCl , 400MHz) : 6 2. 38 (s, 3H) , 2. 66 (s, 3H) , 5. 21 (s, 2H) 

3 

, 6. 32 (d, J = 5. 1Hz, 1H), 7. 10(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 26- 
7. 59 (m, 9H), 7. 80(d, J = 7. 9Hz, 1H) , 8. 23(d, J = 9. 0Hz, 1H) , 8. 48 ( 



WO 2005/080377 



169 



PCT/JP2005/002610 



d, J = 5. 1Hz, 1H), 8. 52 (m, 1H) 
M3HIH£(ESI-MS, m/z) :456(M + Na) + 
[0350] mMMl38: 3-(Q-^lyjyM^-7-^Y^-^c/^>-A-^M^)-5. 6- 
jy^/V-\2. 2' Itf fcfUS^ (Jt£Ml381 

6^^/V^>/-4-^nri-7-^h : ¥v^ d r/y>'(200mg), 5. 6-v^/V-[2, 2 
' ]tffc°y i?=^-3-t- /V(195mg) % 4-^^/VT5/t°y vV(244mg) ^rv^/V 
^*^r^F(3ml) fcjg$?U ^i?f7^ (655mg) ^QK.fc^l30 o CKX-mm 

1 H-NMR(CDC1 , 400MHz) : 6 2. 37 (s, 3H) , 2. 66 (s, 3H) , 4. 03 (s, 3H) 

3 

, 5. 29 (s, 2H), 6. 33 (d, J = 5. 4Hz, 1H), 7. 08 (m, 1H), 7. 30-7. 39 (m, 
5H), 7. 47(ddd, J = 2. 0, 7. 8, 7. 8Hz, 1H) , 7. 50 (m, 2H) , 7. 60 (s, 1H) 
, 7. 68(d,J = 7. 8Hz, 1H), 8. 38 (d, J = 5. 4Hz, 1H), 8. 51 (m, 1H) 
fCm^#Hit(ESI-MS, m/z) :486(M + Na) + 
[0351] m.mmi39: 4-(5. 6-vW/V- f2. 2Ht^U^~/V-3-^/V:^^)-^/U^- 

3-(6-^l/i?M^-3cyV>-4-4^tti/)-5, 6->W/V-[2, 2']tffc°y> ? 
^ (150mg)^hy^/k^-a@^^(3ml) fc*g$?U ^^/k^^(0. 

^99%-e#fc G 

'H-NMRCCDCl , 400MHz) : 8 2. 24 (s, 3H) , 2. 62(s, 3H) , 6. 50(d, J = 5 

3 

. 2Hz, 1H), 7. 13(ddd, J=l. 2, 4. 9, 7. 9Hz, 1H) , 7. 15 (s, 1H) , 7. 32 ( 
m, 1H), 7. 36 (dd, J = 2. 8, 9. 0Hz, 1H) , 7. 51 (m, 1H) , 7. 66 (dd, J=l. 2 
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, 8. 0Hz, 1H), 7. 94 (d, J = 9. OHz, 1H) , 8. 45 (d, J = 5. 2Hz, 1H) , 8. 56 ( 
m, 1H) 

K*5>Wfit(ESI-MS, m/z) :366(M + Na) + 
[0352] MMMlMh 4-(5, 6-v ? ^/V-r2, 2' ~\tt°Vi?^/V-3-^/Vtti/)-3c/V>'- 
l-^r—;v U V&m 140) 

3-(7— <>^;V^r^-^^)>-A— r/V^-^^)-5. 6-v ? ^^/V-[2, 2']tffc°y> ? 
^Wb^l37) (230mg)^hy^/V^-n@^^(3ml) ^|§ft?U ^^/V^^(0. 

3mi) ^p^l, m^ximmmwi.tc 0 Kmm^^w^ mm^m-rbv^^x 

^ioo%-c#fc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 39(s, 3H) , 2. 64(s, 3H) , 6. 27(d, J = 5 

3 

. 4Hz, 1H), 6. 87(dd,J = 2. 2, 9. OHz, 1H), 7. 08 (dd, J = 4. 9, 7. 6Hz, 1 
H), 7. 23 (m, 1H), 7. 40 (s, 1H) , 7. 58 (dd, J = 7. 6, 7. 8Hz, 1H), 7. 81 ( 
d, J = 7. 8Hz, 1H), 7. 99(d,J = 9. OHz, 1H), 8. 35(d, J = 5. 4Hz, 1H), 8. 
50 (m, 1H) 

ffm^#f#:(ESI-MS, m/z) :344(M+1) + 
[0353] ^3fofrHl41: 4~(5. 6-^^/V-f2. 2' l^U^/V-3-^^y-)-7-^h^ 
^-^r 7 U ^-6-^-— (IK^-il 141 ) 

3-(6-^^v?/k^-^i/-7-^h^rv/-^ryy^-4-^/V^-df-iy) -5, 6-vW/V-[2 
, 2 , ]lftry^('fk^l38) (230mg)^hy^/^n^(3ml) {£i§ft?U 

/pernio. 3mD ^p^.. m^xmmmwvtco BUfcmzTk&mz.. i^m^m 
^hy^^-c^nut^ ^mm&?vv7fr/vM>x$imvfc 0 ^uu^/uj^m^x 
tmu m^mmi-hv^'c^m^fto mmrmm^m^xnhtvtimm^^y 

^106mg, lR*55%-e#fCo 

'H-NMRCCDCl , 400MHz) : 5 2. 37 (s, 3H) , 2. 66 (s, 3H) , 4. 05 (s, 3H) 
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, 6. 34 (d, J = 5. 4Hz, 1H) , 7. ll(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 32(s 
, 1H), 7. 38 (s, 1H), 7. 56(ddd, J=l. 7, 7. 8, 7. 8Hz, 1H) , 7. 68 (s, 1H) 
, 7. 79(ddd, J=l. 0, 1. 2, 7. 8Hz, 1H), 8. 37 (d, J = 5. 1Hz, 1H), 8. 57( 
m, 1H) 

ff*5>#rfit(ESI-MS, m/z) :374(M+1) + 
[0354] mmmi42 ; 2-f4- (5. 6-i?* s ?-/l^[2. 2 ; 1 tf t°U ^=.;V-Z->(fVir^lA -*/V 

4-(5, 6-v^/V-[2, 2']tft°Uv ? ^/V-3-'f/V^S/)-=3ryy^-6-^-— /VOffc 
^139) (88mg)^N, N-^^/Mfc/KAT^K (3ml) fcigfllU £tfifcfrU#.M20 
0mg),2-yn^y-;v(0. 2ml)SrJn^ 70°C^T— B&jf#UeL 0 KiSiRfc* 
Sr>tJP;L, iixf;v-ettfflL, ftBfea^vHBSr*. ^P^TR-e^bT, *S7k« 

41%-e#7 v c 0 

'H-NMRCCDCl , 400MHz) : 6 2. 38 (s, 3H) , 2. 65 (s, 3H) , 4. 30 (t, J = 4 

3 

. 2Hz, 2H), 4. 23 (t, J = 4. 4Hz, 2H) , 6. 44 (d, J = 5. 2Hz, 1H), 7. 11 (dd 
, J=4. 9, 7. 6Hz, 1H), 7. 34 (s, 1H) , 7. 37 (m, 1H), 7. 57-7. 61 (m, 2H) 
, 7. 81 (d, J = 8. OHz, 1H), 7. 95 (d, J = 9. OHz, 1H) , 8. 45 (d, J = 5. 1Hz, 
1H), 8. 49 (m, 1H) 

®*5>Wffi(ESI-MS, m/z) :410(M + Na) + 
[0355] ^MM 143 : 2-f4- (5, Q-i/^?V-\2. 2 ' 1 \f^)iy=^;V-3-^;V^T^) -^r/V 
^-7-4;\»tt*A ;V 143) 

4-(5. 6-v^/V-[2, 2']tft°y> ? ^/V-3-^/V^v')-=ar/y^-7-^-— /KflS 
^140) (152mg)£N, N-^f MMT^K (3ml) fc$gtf!?U ^^#y?A(2 
OOmgh 2-Zftt^#y— /V(0. 2ml)^JP;t, 70 o C^T^ifejt#b7t o 
*«r;&P;U ^ixf/p-cfttilL, S1»^/vJB^k, fl&IU^ifok-CjJfei^LT. fek 

^7VA^(D^jg^n-^h^^— -e|fM-r§r^^J;«9, ^fficD^^^r93mg, Jfc 
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^54%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 5 2. 39 (s, 3H) , 2. 66 (s, 3H) , 4. 05 (t, J = 4 

3 

. 2Hz, 2H), 4. 24 (t, J = 4. 4Hz, 2H) , 6. 33 (d, J = 5. 4Hz, 1H), 7. 10 (dd 
, J=4. 9, 6. 6Hz, 1H), 7. 22(ddd, J=l. 2, 2. 4, 9. 3Hz, 1H) , 7. 36-7. 3 
7(m, 2H), 7. 57(ddd, J=l. 7, 7. 8, 7. 8Hz, 1H), 7. 80 (d, J = 7. 8Hz, 1H 
), 8. 23 (d, J = 9. 3Hz, 1H), 8. 48-8. 49 (m, 2H) 
fCm^#Hit(ESI-MS, m/z) :410(M + Na) + 
[0356] ^jjfcflil 144 : 2-f4- (5. 6-v ? ^^-/V-f2. 2 ' 1 tf b°'J i?~/U-3-'f/l'tti/) -7-* 

4-(5. 6->W/V-[2, 2']tft°yv ? -/V-3-^7V^^)-7-^h^^-dryy>'-6 
/KflS£4&141) (88mg)^N N N-^f;^A75K (3ml) fc*g#?U 
#y>7^(200mgh 2-^n^e^y— /V(0. 2ml)^Px. > 70°C^T— !fe}f#Lfc 0 

w&Wiz-fc&to*.. mm^/^^mu mm^^m^, <&fp^ta*-e?jfe#L 

mg, JR^67%-C#7^o 

1 H-NMR(CDC1 , 400MHz) : 6 2. 38 (s, 3H) , 2. 65 (s, 3H) , 4. 00 (s, 3H) 

3 

, 4. 04 (t, J=4. 4Hz, 2H), 4. 27 (t, J=4. 6Hz, 2H) , 6. 37 (d, J = 5. 4Hz, 1 
H), 7. 12 (dd, J=4. 9, 6. 6Hz, 1H) , 7. 33 (s, 1H) , 7. 37 (s, 1H) , 7. 58 (s 
, 1H), 7. 59(ddd, J = 2. 0, 7. 8, 7. 8Hz, 1H) , 7. 79 (d, J = 8. OHz, 1H) , 8 
. 40 (d, J = 5. 4Hz, 1H), 8. 50 (m, 1H) 
ff*5>#rfiI(ESI-MS, m/z) :440(M + Na) + 
[0357] mmmi45: 4-(5. 6-v ? ^/V-f2. 2 , 1tftriJ^/W3-^r/V^-^)-6-^hdF- 
v--dr/y^-7-^/V^V^ T5K(>ffrfrteH45) 

2-^b= 3 rv'-5-^hn-^&#^ ^/VxuXt/V (300mg) % ^bT^^E-^^A (22 
8mgh »pH929mg)^^y— /V(10ml), *(0. 5ml) ld»»U M^ET3B#^J1 
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^-^M^m ^/]^;*7Vl'<£r244mg, lW95%-C#fci 0 

„ Sli^rl^^ 6-vo^(228mg)^2-:7°£^V— /V(3ml) 

^/v^—T/i'Xm&irZz.bKJ:*), 5-[(2 N 2-^^-4, 3]^ 

ry fV^f;V) -T^/]-2-^hdf ;^/V^7VV^248 
mg, I|Jl^55%-e#7^ 0 
[0358] 5-[ (2, 2-^^-4, 6-i?tty-H s 3] -T5 
y]-2-^ h3rv--^cS#^ p^/Vn^VV (245mg) x \f7^;V (676mg) ^rv 5 ^ 
-/koi— ^/K2ml) (C^^b, 260 c C^-C45^Rgil#Wh o ^?&^^P#, #f 

±Wnmbtltdfe& (45mg) S^fb^-^MlmD £*U£*J>:fi0>SW 
/V^/VAT^K^7JPX.T100°C^-C3. 5H#^it#Lfc 0 ^T^KJ^^f^n^ 

^7K-e^L, 4ffi7Ka^^i/^A-e^L7c 0 ^J£T^^^bT#^tv 
7^aS^Tirh^-^an^/V^^(D^^^n^h^^--eMMi-^^^^J: ( 9,4- 
ycn3-6-^hdr^-dryy^-7-^77^V^ ^/P^^T^&4mg,^ )\Z^2% {2^T 

4-^tivi-6-^h^y-^-yV>-7-^/^^m 7<^VV^;*7vK99mg) &y$j— 
7K5ml) fc*g$?U ^ix^28%T^^T7K^«(5ml)^7JPx.-C40T:^-C— BfcfiS 

#L/t 0 ®i±T7«^y-7v^@5feL/>m, g^^^/v^p^mLrco TO^^-7vji 

^-?vu^^(DZ7j±?u^h?77j—xmm'tz>-b 
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[0359] 4-^nn-6-^h3f-^-3V!J^-#/Vtf:V^ T5K (41mg) N 5, 6- vW/V-[2, 2 
' ] If t°y ^^-3-^—7^(8 7mg) , 4-^^/VT^/fc°y vV(63mg) , ^®H?^ 
•Ml69mg) £^^/KW^3r>K(2ml) Id&jfflU 12O°C^-C220#^^#bf' o 

, ^l»Mbl^5£l3mg, 1R*19%T1#7C 0 

'H-NMRCCDCl , 400MHz) : 8 2. 40 (s, 3H) , 2. 66 (s, 3H) , 4. 10 (s, 3H) 

3 

, 6. 03(brs, 1H), 6. 46 (d, J = 5. 2Hz, 1H) , 7. ll(m, 1H) , 7. 38 (s, 1H) , 
7. 60 (m, 1H), 7. 71 (m, 2H) , 7. 82 (d, J = 7. 6Hz, 1H), 8. 44 (dd, J=4. 8 
, O. 8Hz, 1H), 8. 53 (d, J = 5. 2Hz, 1H) , 8. 89 (s, 1H) 
©*3HJrlit(ESI-MS, m/z) :423(M + Na) + 
[0360] nM{m46: 7-^pp-4-(5, 6-S^/Wf2, 2'1^P^>-MWV)- 
^/y>--6-^/^>^ T^K« h fH£>146) 
4-T^y-2-^at2^S#^(2. 50gh 7kWtW?VJ»— TkfnVo (611mg) Srrh 

68g, l|X*62%^#f' 0 

4-T^y-2-^nn-^S#^ ^f;Vx^r/Kl. 68g) „ 
2— SWvW [1, 3] 6-^^(1. 53g)Sr2-7°n/^/— /V(25ml)^ 

?g#?u ioo°c^-ci5. 5n#r^it#L7c 0 m&rmm^^xmhtitcmm^^ 

^sV^~T/>-V$tifr1rZ>Zb\ZL£Q, 2-^nn-4-[(2, 2— i^^vV-4, 6— S^fV 
-[1, alWfy-My^f^-T^-Sltll ^f/vx^T/H. 92g 
, ll»63%~e#fCo 

[0361] 2-^op-4-[(2, 2-^^/1^-4, 6-v^=3ry-[l, 3]v ? ^-^ri^^-5-^'y^Vy 
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/Vcn— 7VKl2ml) {£jg$SU 260°C^T45^r H m#b7t o ^Ui-Mf^ fffflL 

< Ptosis icfflv^ 

, 4, 7-v ? ^nn-3viJ>'-6-#/Vtf:V^ ^^/V^^^/V^350mg, 4X4*26% (2* 

4, 7-v ? ^na-dr/U>'-6-^7/^V^ ^/Vm^/v(l97mg)$r^y—/V(7 
ml) fc*g#?U ^tvi-28%T^^T7K^(7ml)^Px.-C40°C^-C— ife^t#Lfc 

4, 7-v ? ^nn-dr/y^-6-^/V#V^ T^K£rl45mg, JDl^78%-C#fc 0 
[0362] 4, 7-v ? ^nn-dr7U>--6-^;/V#V^ (50mg) , 5, 6-vW/V-[2, 2' ] 

If try ^/W3-t- /K83mg) , 4-^^/V-T5/try^(76mg) , ^-fev^-A ( 
203mg)^v ? ^/^/V^^K(2ml)^^b, 120°C^T22H#P^}l#Ufc o 

lfi*-e?5fe^U ^flKBfe^^^A-eifefllUfe, MfcTm-M&mizVxnbthfc 

mm^n^/vj^-^/^/v^nm^^h^y^—xmn^^tK^.m: 

M^b^^l6mg, iix^i9%-e#/t 0 

'H-NMRCCDCl , 400MHz) : 8 2. 39 (s, 3H) , 2. 65 (s, 3H) , 6. 36(brs, 1 

3 

H), 6. 44 (d, J = 5. 2Hz, 1H), 6. 62(brs, 1H) , 7. 08(ddd, J = 7. 2, 4. 8, 1 
. 2Hz, 1H), 7. 35 (s, 1H) , 7. 60 (m, 1H) , 7. 86 (m, 1H) , 8. 09 (s, 1H) , 8 
. 36(m, 1H), 8. 59(d,J = 5. 2Hz, 1H) , 8. 76 (s, 1H) 
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®*3HJH6(ESI-MS, m/z) :427(M + Na) + 
[0363] mmmi47: Q-*V3ci/-4-(2-~7^;V-\l. 8}±2±^>^2^Uk^^±^t 
;V^-7-*/V^m T$R0fhl^>147) 

4-i7m3-6-^h^^-dr/iJy-7-*;^Vi T^K(21mgh 8 
]^7^U^-3-^-— /K49mg), 4-v ? ^/VT5/t°y> ? ^(33mg)^rl. 2-Wn 
n^~EV(l. 5ml) ld«5»L, 140°C^T3. 50#^it#Lfc o SJS 

6mg, lR^69%-e#7t 0 

1 H-NMR(CD OD, 400MHz) : 5 4. ll(s, 3H) , 6. 66(d, J = 5. 6Hz, 1H) , 

3 

7. 32 (m, 3H), 7. 70 (dd, J = 8. 4, 4. 4Hz, 1H), 7. 89 (s, 1H), 8. 01 (m, 2 
H), 8. 39-8. 52 (m, 4H) , 9. ll(d, J = 2. 4Hz, 1H) 
ff*5>#pfit(ESI-MS, m/z) :445(M + Na) + 
[0364] mWMlAS: 7-Vm-A-i2--7^;V-X\. 8~]^7^PJ>-3-^/Uttz/)-3c/ 
U^-6-#/l^>BI ^f/Vx^r/V 0fh^#)148) 

4, 7-v ? ^nn-dr/y^-6-^;/V*V^ ^;v^^r;V (46mg) , 2-7i^-[l 
, 8]^^yv > ^-3-^"— /V(lOOmg), 4-v ? ^/VT^yt°yv ? ^(66mg)^l, 2- 
v^pn-<^i?V(l. 5ml) fc!@j$SU 140°C^T3. 50#^^#b7t o 

u*jvj*-^j—/v^ <Dmm?v^ w^a— x-mwrrzz. t k x v) , mm^t^-m 

3r33mg, lW42%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 6 4. 03(s, 3H) , 6. 44(d, J = 5. 2Hz, 1H) , 7 

3 

. 33(m, 3H), 7. 56(dd, J = 8. 0, 4. 4Hz, 1H), 8. 07(m, 3H) , 8. 15(s, 1H 
), 8. 21(dd, J = 8. 4, 2. OHz, 1H) , 8. 63(d, J = 5. 2Hz, 1H), 8. 89(s, 1H) 
, 9. 19 (dd, J=4. 4, 2. OHz, 1H) 
OTr^flrfflXESI-MS, m/z) :464(M + Na) + 
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[0365] gy&jgl 1 54 : 2-f4- (5. 6-^^f;l^r 2, 2 1 1 bf b°U ^;W3-xf;i/^^) -7-^ 

0mg)^h/V^>'(4ml)^^U ^&^T5#f^if #Lfc 0 3-(6-^n^E— 
^--dryy^-4— r/V^-»-5, 6-iW/W[2. 2']tffc°y^tffc'^133) (100 
mg),2-TVx^-;K0. 2ml) ^Px., H^m&-T5#r^#Ut, BOSfc 
^-fe^A(250mg)^Px., 80°C^T2 0 PhIM #bfc Q S^^^Px^nn 

'H-NMRCCDCl , 400MHz) : 5 2. 27 (s, 3H) , 2. 56 (s, 3H) , 3. 35 (t, J = 5 

3 

. 4Hz, 2H), 3. 82(t, J = 5. 4Hz, 2H) , 3. 88 (s, 3H) , 6. 32(d, J = 5. 1Hz, 
1H), 7. 00(m, 1H), 7. 07(ddd, J=l. 0, 4. 9, 7. 6Hz, 1H) , 7. 19-7. 20( 
m, 2H), 7. 52(ddd, J=l. 7, 7. 8, 8. 1Hz, 1H), 7. 73(d, J = 7. 8Hz, 1H), 
8. 21 (d, J = 5. 1Hz, 1H), 8. 51 (m, 1H) 
fCm^#Hit(ESI-MS, m/z) :439(M + Na) + 
[0366] m.mmi55 : 3-(7-*h**/^-&)i?>-3-^/]^^/V>-4-'(/\'tt*/)-5. 6- 

^^/wf2. 

3-(6-^n^e-7-^hdriy-dryy^-4-^/V^^)-5, 6-v^/V-[2, 2']tffc° 
yvV(fl^#/133) (70mg)^h^^hy^^/^^^/^v ? r 7 ^(29mg), 3 
-t°y> ? /^'>^(57mg) ^T/V=fV#fflMT~CN N N-^f ;V*;VAT^K(3ml) „ 

2M^fifc&y^A*^(i. 5mi)Srip^ 70°c-e2R#p E gm#Uc o M^Sr^fi^ 

'H-NMRCCDCl , 400MHz) : 8 2. 40 (s, 3H) , 2. 66 (s, 3H) , 3. 98 (s, 3H) 

3 

, 6. 35 (d, J = 5. 4Hz, 1H) , 7. 10(dd, J = 5. 8, 7. 6Hz, 1H) , 7. 36-7. 39( 
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tn, 2H), 7. 48 (s, 1H) , 7. 59(ddd, J = l. 7, 7. 6, 7. 8Hz, 1H) , 7. 82 (d, J 
= 8. OHz, 1H), 7. 95(d, J = 7. 8Hz, 1H) , 8. 25 (s, 1H) , 8. 47 (m, 1H) , 8 
. 51 (d, J = 5. 4Hz, 1H), 8. 61 (m, 1H) , 8. 85 (m, 1H) 
IC*^#rfiI(ESI-MS, m/z) :457(M + Na) + 
[0367] ^MM156: 3-(6-^pp^¥/U^-4-^/W^V)-5. 6-v ? ^/V-f2, 2'ltftr 

4, 6-^nt2-dr7IJ^(50mg), 5, 6-v^/V-[2, 2' ]tf tfJJi^A—3-^— ;V 
(5 lmg) N 4-^f-;V7$/t°y^y (93mg) &J^jVK/V$&ci/}t ( 1 . 5ml) KMM 

^-^£r90mg, lR*100%-e#7Co 

'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 67 (s, 3H) , 6. 51 (d, J = 5 

3 

. 4Hz, 1H), 7. ll(ddd, J=l. 0, 4. 9, 7. 6Hz, 1H), 7. 38 (s, 1H), 7. 63 (d 
dd, J=l. 7, 7. 8, 7. 8Hz, 1H), 7. 73 (dd, J = 2. 2, 8. 8Hz, 1H), 7. 91 (d, J 
= 8. 1Hz, 1H), 8. 15 (d, J = 8. 8Hz, 1H), 8. 34 (m, 1H) , 8. 37 (d, J = 2. 2 
Hz, 1H), 8. 56 (d, J = 5. 4Hz, 1H) 
ffS##rffl:(ESI-MS, m/z) :384(M + Na) + 
[0368] mMMl57: 5, 6-v^/k-3- (6-^/V-3f-/V^-4-^/Utt^)-[2. 2'Hffcf 
UvVak^#)157) 

4-^nn-6-^^VV-3r/!J:/(50mgK 5, 6-v^/V-[2, 2' ]tffc°U^/V-3- 
/V(56mg). 4-i/^/VT5/t°y^(103mg)^^/^/V^^>K(l. 5ml 
)^2§$?U ^^^ f 7^(275mg)^Px.7cmi30°C^T-i^4t#Ufc o ^j&fcifr 
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'H-NMRCCDCl , 400MHz) : 6 2. 40 (s, 3H) , 2. 58 (s, 3H) , 2. 67 (s, 3H) 

3 

, 6. 46 (d, J = 5. 4Hz, 1H) , 7. 10(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 36(s 
, 1H), 7. 60 (m, 1H), 7. 64 (s, 1H) , 7. 89 (d, J = 7. 8Hz, 1H), 8. 09 (d, J 
= 8. 5Hz, 1H), 8. 15(m, 1H), 8. 40 (m, 1H), 8. 51 (d, J=5. 4Hz, 1H) 
©S5HJr|g(ESI-MS, m/z) :364(M + Na) + 
[0369] 1 5 8 : 4- ( 5 a 6-v ? ^^-/V-2-fc:°y $ i/>-2-^ /V-\l°V Vls-S-^ /Vtt - 

6-^/V^-P-7-^h^v--dryy^(-fh^#)158) 

4-^nn-6-^/V^-n-7-^h=3r^-= 3 r7y^(13mg), 5, 5 
-2-^/V-fc°yv > ^-3-^-— /V (1 2mg) , 4-vW/VT5/fc°y (22mg) 
/V^/V^v-Kdml) fcjgfllU l^i^<7^(58mg) & j&B 1 30°C T— Bfelf 

'H-NMRCCDCl , 400MHz) : 8 2. 44 (s, 3H) , 2. 70 (s, 3H) , 4. 07 (s, 3H) 

3 

, 6. 48 (d, J = 5. 4Hz, 1H), 7. 12 (t, J = 4. 9Hz, 1H) , 7. 43 (s, 1H) , 7. 65 ( 
m, 1H), 7. 95(d, J=ll. 5Hz, 1H), 8. 48 (d, J = 5. 6Hz, 1H), 8. 62(d, J = 
4. 9Hz, 2H) 

ffS##f{ii(ESI-MS, m/z) :399(M + Na) + 

[0370] mmm 159: a- $ vV-2-^i7v-t°y -6- 

^/k^-p-7-^h^-^r/y^(^K^-^)159) 

4-^an-6-^/V^-n-7-^hdri/-^ryy^(50mg) , 6-^/V-2-t°y5vV-2- 
^/V-t°y^^-3-^"— /V(48mg) , 4-v ? ^^-/VT5/t°y v ; y(84mg)^f/W 
5ml) ^^>^(231mg)^7JPx.fcmi30°C^T— ifejfc 

Itlt^iia^ ^JH«>fb^Sr54mg, ^60%-e#7c o 
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'H-NMRCCDCl , 400MHz): 6 1. 42 (t, J = 7. 8Hz, 3H) , 3. 06 (q, J = 7. 6 

3 

Hz, 2H), 4. 06 (s, 3H), 6. 51 (d, J = 5. 4Hz, 1H) , 7. 14 (t, J = 4. 9Hz, 1H 
), 7. 45 (d, J = 8. 1Hz, 1H), 7. 61 (m, 2H) , 7. 92 (d, J=10. 7Hz, 1H), 8. 
50(d, J = 5. 4Hz, 1H), 8. 65 (d, J = 4. 9Hz, 2H) 
©S5HJr|g(ESI-MS, m/z) :399(M + Na) + 
[0371] WfoM 160: 3- (6-y/V^-7-^h^>-^- SV Z/-4-^ /Vtti/) [ 1 

, 8j±Z±i2^>iil2a^Ll6Q) 

2-^VV-[l N Sl^^y^^-S-^-— /W(42mg), 4-^Pn-6-7;VtP-7-^h 
dr^-^ryy^(50mg) N 4-v ? ^/VT^/t°y> ? ^(87mg)^l, 2-v^nn^^ifX 
1. 5ml)te»»U 130°C^T5B#r 3 m#bfc o ^fi^SflfL KJSifcfc^IkfcsSf 

'H-NMRCCDCl , 400MHz): 6 2. 73(s, 3H) , 4. 11 (s, 3H) , 6. 49(d, J = 5 

3 

. 4Hz, 1H), 7. 52 (dd, J = 4. 4, 8. 3Hz, 1H), 7. 74 (d, J = 7. 8Hz, 1H), 7. 
84(s, 1H), 8. 01 (d, J=ll. 2Hz, 1H), 8. 15(dd, J = 2. 0, 8. 1Hz, 1H), 8 
. 63(d, J = 5. 4Hz, 1H), 9. 14(dd, J = 2. 0, 4. 4Hz, 1H) 
®i^*Tft(ESI-MS, m/z) :358(M + Na) + 
[0372] MMffll&l: 2-^7U-3-(6-y7V^ru-7-^h^-^-/V^-4-^7U^r^)-[l 
, 8]-f-^y^(YK^161) 

2-T^y-t°y^^-3-^/V#T/V^tK ( lOOmg) , l-^n^e-^^^-2-^-^ ( 1 2 
4mg)Sr5^e*H>fb^hy^*»«t(0. 6ml) H^R»U ^*£T3 0 mWcMUto 

Bfc^Ut, ^ofc^^ffiT^«^^i-J:«9, 2-^/v-[l, 8]^^y^- 

3-^"— /V^106mg x U&74%T*%1t> 

2-^^/V-[l, 8]-7-^y> ? >--3-^-— /K41mg). 4-^nn-6-7;Vtn-7-^ 
h^>-dryy^(50mg). 4-vW/Kr^/fc°y>V(87mg)^l, 2-v^nn^i/ifV 



WO 2005/080377 



181 



PCT/JP2005/002610 



(i. 5mi) i£®$8u i3o°c^T6. 5mmm^tz. 0 mmz. : &$Q&. Rj&mz-fiVBk 

'H-NMRCCDCl , 400MHz): 8 1. 45 (t, J = 7. 6Hz, 3H) , 3. 04 (q, J = 7. 3 

3 

Hz, 2H), 4. 10 (s, 3H), 6. 50 (d, J = 5. 4Hz, 1H) , 7. 51 (dd, J = 4. 4, 7. 6 
Hz, 1H), 7. 69 (m, 1H) , 7. 82 (s, 1H) , 7. 99 (dd, J=l. 2, 11. 2Hz, 1H), 
8. 14 (dd, J=l. 5, 8. 3Hz, 1H) , 8. 63(d, J = 5. 4Hz, 1H) , 9. 14(ddd, J=l 
. O, 2. 0, 4. 4Hz, 1H) 

H*^#f{fl:(ESI-MS, m/z) :372(M + Na) + 
[0373] mMMl62: 6-^^U-3-(6-7/U^u-7-*h^>-3c/V^-4-^/VttZ/)-[2 
, 2 > lW;^(fh^l62) 

4-^ati-6-^/k^-ti-7-^hdr>/-dr/y^(50mg), 6-^^/V-[2, 2*~\\f\£]J*? 
—/V-S-jr— /V(52mg) % 4-v > ^^-/VT5yt°y> ? ^(87mg) ^rv^/K^/V^v-K 
(1. 5ml) {^^U ^^^>^(231mg)^Px.fc#130°C^T— i^if#L/to 

£tC<fc»K ^S<D^^^84mg, W93%-e#fc Q 

1 H-NMR(CDC1 , 400MHz): 8 1. 42 (t, J = 7. 8Hz, 3H) , 3. 01 (q, J = 7. 6 

3 

Hz, 2H), 4. 06(s, 3H), 6. 43(d, J = 5. 6Hz, 1H), 7. 12(ddd, J=l. 2, 4. 9 
, 7. 6Hz, 1H), 7. 36 (d, J = 8. 3Hz, 1H), 7. 56 (d, J = 8. 3Hz, 1H), 7. 63- 
7. 67 (m, 2H), 7. 92(d, J = 7. 8Hz, 1H) , 7. 96(d, J=ll. 5Hz, 1H), 8. 33 
(d, J = 3. 9Hz, 1H), 8. 47(d, J = 5. 6Hz, 1H) 
Wm^#Ht:(ESI-MS, m/z) :398(M + Na) + 
[0374] 5. 6-^^7V-3- (6-^^:7^-3-^-^ /U^-4-^/]^^) 
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3-(6-^n^E— =¥7y^-4-^/V^-=arv-)-5, 6->W/V-[2, 2']tft°yvVa^ 
>$)2) (30mg) „ ^h^^hy^^^/V^^^/^^^^^Omg) „ ^^"^^^-3-^ 
^t(28mg) (C7/WV#HMT^N, N-^f ;V*/^7^K(lml), 2M^t* 

^^mm{o. 5mi) ^n*., 7or^5R#p E gif#Uh 0 KJ«£S^-MiL * 
f-J^iM^b^^Omg, i|x^ioo%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 39(s, 3H) , 2. 67 (s, 3H) , 6. 45(d, J = 5 

3 

. 1Hz, 1H), 7. 09(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 39 (s, 1H) , 7. 44 (d 
d, J = 5. 1, 2. 9Hz, 1H), 7. 54-7. 60 (m, 2H) , 7. 64 (dd, J = 2. 9, 1. 5Hz, 
1H), 7. 83(ddd, J = 7. 1, 1. 0, 1. 0Hz, 1H) , 8. 00(dd, J = 8. 8, 2. 0Hz, 1 
H), 8. 06 (d, J = 8. 8Hz, 1H), 8. 47-8. 51 (m, 1H), 8. 52-8. 56 (m, 2H) 
fCS5>#rfit(ESI-MS, m/z) :410(M+1) + 
[0375] 1 64 ; 3- ( 6-^<>y* [b] ±^Zj^3^dVk^±ZH ^-4-^/1^^ -5. 6 

-vW/V-f2. 2' ItrtfV vVOfkl^n 64) 

3-(6-^n^e-dryy>--4--r/V^^)-5, 6->W/V-[2, 2']tft 0 y^(^ 
<&2) (30mgh ^hTdr^hy^oi— /V^^^^>?^A(9mg). ^T^^^-3- 
*^(39mg) ^T/V=fV#HMT"eN, N-^f ;V*;VA7^K(lml), 2M^t 
^y^^7K^(0. 5ml)SrJn^ 70°C-e5B#^«#Lfc: o BLj&m&mmz#iM&, 

^/v^m&uz* *s^g£#y^i^n;iT/v#ytt^u mm^/^xmmv 

'H-NMRCCDCl , 400MHz) : 6 2. 40(s, 3H) , 2. 66(s, 3H) , 6. 50(d, J = 5 

3 

. 1Hz, 1H), 7. ll(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 36-7. 44 (m, 3H), 
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7. 54-7. 62 (m, 2H), 7. 83 (ddd, J = 8. O, 1. 0, 1. OHz, 1H) , 7. 92-8. 01 
(m, 3H), 8. 16 (d, J = 8. 6Hz, 1H) , 8. 48-8. 53 (m, 1H), 8. 55 (d, J = 2. O 
Hz, 1H), 8. 6l(d,J = 5. 1Hz, 1H) 
®*^-*T'ft(ESI-MS ) m/z) :482(M + Na) + 
[0376] ggjfe0t|l65: 5. 6-^^/v-3-r6-(5-^/v-^:^:7^-2-^/v)-^7U^-4 
=d2k£?&l=L2> 2 > l^°'>^(4h^l65) 

3-(6-^n^-dr/y^-4-^/V^v-)-5, 6-^^/V-[2, 2']tffc°yi^0ffr^ 
%02) (30mgh "rh^Xh})?^— ;m7^y/^7^^(9mg), S-j-f-nsf-Hry*. 
^-2-*^(31mg) ^T/V^V#H^Tt?N, N-^f;^/^75K(lml), 2 

M$m#])VJ»7km&(o. 5mi) zuaz., 70°c-?-mMWvti o ELjfcm&mmm 

X H-NMR(CDC1 , 400MHz) : 8 2. 40 (s, 3H) , 2. 55 (s, 3H) , 2. 67 (s, 3H) 

3 

, 6. 43 (d, J = 4. 9Hz, 1H), 6. 79 (d, J = 2. 4Hz, 1H), 7. 06-7. 14 (m, 1H) 
, 7. 29 (d, J = 3. 2Hz, 1H) , 7. 39 (s, 1H) , 7. 54-7. 62 (m, 1H), 7. 84 (d, J 
= 7. 8Hz, 1H), 7. 95 (dd, J = 8. 8, 2. OHz, 1H) , 8. 01 (d, J = 8. 8Hz, 1H) 
, 8. 45 (s, 1H), 8. 47-8. 55 (m, 2H) 
KM^WffiCESI-MS, m/z) :424(M+1) + 

2&fcMl66: 3-(6-^^yV^^-2-^/V-^r/y^-4-^/V^-^-iy)-5, 

;v-\2. 2'l^°'J^y(^fei66) 

3-(6-^t2^e-dr7IJ^-4-^r/V^iX)-5, 6-v^/V-[2, 2']tffc o yi^0ffrn* 
4^2) (30mg)^h^^hy7ai^/V^7^^^A(9mg)^^yTB]> r ^- 
2-^>7^(36mg) ^T/V^V#H^T-^N X N-^f /V*/VA7^K(lml) , 2M^ 
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'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 68(s, 3H) , 6. 46(d, J = 5 

3 

. 1Hz, 1H), 7. 08(ddd, J = 8. 8, 4. 9, 1. 2Hz, 1H), 7. 20 (d, J = 0. 8Hz, 1 
H), 7. 23-7. 34 (m, 2H) , 7. 41 (s, 1H), 7. 51-7. 65 (m, 3H) , 7. 89(ddd 
, J = 7. 8, 7. 8, 1. 0Hz, 1H), 8. 08 (d, J = 8. 8Hz, 1H), 8. 17(dd, J = 8. 8, 
2. 0Hz, 1H), 8. 47-8. 51 (m, 1H) , 8. 55 (d, J = 5. 1Hz, 1H) , 8. 87 (d, J = 
1. 8Hz, 1H) 

®A3ttJf{B(ESI-MS, m/z) :466(M + Na) + 
[0377] ^iifcflHl67: 2-f4-(5, 6-v ? ^/k-f2. 2 , 1tffcrU^/W3-^/^^»^¥/U 

/V—l-jj/U^m tert-^^/I^XTVV 167) 
3-(6-^n^e-dr/U>--4--f/V^iy)-5, 6-vW/V-[2. 2' ]tft°y vVOft^ 
#>2) (30mgh f hWMJ7x=A^7^5^A(9mg) , l-(tert-^>^> 
Jj;Vv$^/V) t°n— /V-2-^^(47mg) ^T/V=?V#fflMT"CN, N-^^/V^/V 
(lml), 2M^^y-7A^K^(0. 5ml)^Bx., 70 o CXbm$Wfr\^tz. o R 

'H-NMRCCDCl , 400MHz) : 8 1. 37 (s, 9H) , 2. 38 (s, 3H) , 2. 66 (s, 3H) 

3 

, 6. 27 (dd, J = 3. 2, 3. 2Hz, 1H) , 6. 31-6. 35(m, 1H), 6. 45 (d, J = 5. 1H 
z, 1H), 7. 10 (dd, J = 7. 1, 5. 1Hz, 1H), 7. 34 (s, 1H), 7. 38-7. 43 (m, 1 
H), 7. 57(ddd, J = 7. 8, 7. 8, 1. 2Hz, 1H), 7. 73(dd, J = 8. 8, 1. 7Hz, 1H 
), 7. 82(d, J = 7. 8Hz, 1H) , 8. 00(d, J = 8. 8Hz, 1H) , 8. 31 (d, J=l. 7Hz 
, 1H), 8. 52 (d, J=4. 4Hz, 1H) , 8. 56(d, J = 5. 2Hz, 1H) 
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®*3HJH6(ESI-MS, m/z) :515(M + Na) + 
[0378] mmmi68: 5. 6-^^/W3-r6-(lH-fcfP— /V-2--^7V)-^r7y^-4-^/V^- 
jcvdd^ 2'1^'J^(^168) 
3-(6-^n^e-dryy^-4-^/^dr^)-5, 6— i^^VV-[2, 2' ]tf tfy vVC^^ 

AT^K (lml), 2M^^y>A7K^(0. 5ml)^Px., 70 < Ct?5^W^Lfeo S 

-C*t^«^^^J;«9^M<D>fl:^?r4mg, Wl5%~e#7<: 0 
'H-NMRCCDCl , 400MHz) : 5 2. 36 (s, 3H) , 2. 63 (s, 3H) , 6. 32-6. 37 ( 

3 

m, 1H), 6. 47 (d, J = 5. 1Hz, 1H), 6. 70-6. 74 (m, 1H), 6. 94-6. 98 (m, 
1H), 7. 08-7. 15(m, 1H), 7. 29(s, 1H), 7. 60(ddd, J = 7. 8, 7. 8, 1. 2H 
z, 1H), 7. 79(d, J = 8. 1Hz, 1H) , 7. 95(dd, J = 9. 0, 2. 2Hz, 1H), 8. 02(d 
, J = 8. 6Hz, 1H), 8. 36 (d, J=l. 7Hz, 1H) , 8. 47-8. 52 (m, 2H) 
ff*^-WfB(ESI-MS, m/z) :393(M+1) + 
[0379] mmmi69: 5. 6-v ? ^7V-3-r6-(lH-^y-/V-4-^)-^r/y^-4--r/V 
^jy]-f2. 2 , ]tffc°yy ? ^(^h^l69) 

3-(6-^n^-dr/y>--4— T/V^^)-5, 6-vW/V-[2, 2' ] If try vVOft^ 
$J2) (30mgh ^h^^hy^^/V^^^^^AOmg), 1H-If^y— /V- 

AT^K (lml), 2Mm.m#VVJ»7km&(0. 5ml)^0x., 70*0-?— Bfejf#Wh 0 fx. 
Uh 0 MffiT^^*LT#fetbfcaS^ d ri^^-T-feh>'^(D^7^^n^h^ 
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77^- X^mMirZ^bKX'OmmWk'etM&lOm^ W33%-e#fc 0 
'H-NMRCCDCl , 400MHz) : 5 2. 40(s, 3H) , 2. 67 (s, 3H) , 6. 45(d, J = 5 

3 

. 1Hz, 1H), 7. 07-7. 13 (m, 1H), 7. 39 (s, 1H), 7. 59(ddd, J = 7. 6, 7. 6 
, 1. 7Hz, 1H), 7. 84 (d, J = 7. 8Hz, 1H) , 7. 91 (dd, J = 8. 8, 2. 2Hz, 1H), 
8. 03 (s, 2H), 8. 06 (d, J = 8. 8Hz, 1H), 8. 45 (d, J = 2. OHz, 1H), 8. 48- 
8. 51 (m, 1H), 8. 53(d,J = 5. 1Hz, 1H) 
®*^Wfft(ESI-MS, m/z) :394(M+1) + 
[0380] mmmi70: 3~(6. 7-v^/V-dr /V>-4-^/Uttz/)-5. 6-vM^vW2. 2' 

3, 4->^VVT-y^(3. Og) Sr2-^13^— /K70ml) lCj§#U 70°CeiO^ 
5-(^Hev^l^)-2, 2-v ? ^/V-[l, 3] ^^^-4. 6-^^(5. 1 

g)Sr*p^L, 70°c-em#^it#b7^ o ^rfe^a^M^, ^^jETt?^*b 

_hfB-e#fetvfcaM^, tf73i=/V(22. 2g)^v ? ^^^/V^— ^/V(50ml)^Px. 
, 240°C-e3B#rBm#bfc o KM^fil^»f> S*n^vV;n— tvK 

[0381] ±|E-C#btbfca^^ \ZJmYff-^T^V (10ml) , />1©N, N-v^/l^/KAT5: 

OT-r?.-^^J; ( 94-^nn-6. 7-v^/Vdr/y^l. 07g. lR*31%-e#fc 0 

5, 6-v^/V-[2, 2']tft°yv ? ^/V-3-^-— /V(40mg), 4-^nn-6, 7-v^ 
/Vdr/y^(115mg) , ^^i^>^(196mg) , 4-vW/VT^/fc°y v^(73mg) (31 
v ? ^/V^/V^^K(2ml)^Px., 130°Ct:— Bfeit^Ut, KJ£$^^S^£P# 
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'H-NMRCCDCl , 400MHz) : 5 2. 36 (s, 3H) , 2. 48 (s, 3H) , 2. 65 (s, 3H) 

3 

, 2. 79 (s, 3H), 6. 48 (d, J = 4. 9Hz, 1H), 7. 14(ddd, J = 7. 6, 4. 9, 1. 2Hz 
, 1H), 7. 26 (s, 1H), 7. 52(d,J = 8. 6Hz, 1H), 7. 6l(ddd, J = 7. 6, 7. 6, 1 
. 9Hz, 1H), 7. 76-7. 83 (m, 2H) , 8. 48 (d, J = 5. 1Hz, 1H), 8. 53-8. 58 ( 
m, 1H) 

fCm^#Ffg(ESI-MS, m/z) :378(M + Na) + 
[0382] WfoM 171: 5 3 6-^f;W3- ( 7-^-^3^-3-^7^-^ /U /Vtt lA 

3-(7-^n^-dryy^-4-^/V^v^)-5, 6-vW/V-[2, 2']\f&JSK'Ub& 
£^14) (30mg). ^h7^hy7^/V^y r ^^^v !, ?A(9mg). ^HT7 s^-^- 
*>7il(28mg) tT/^VtHMfCN, N-^f ;V^/VAT^K(lml), 2M^t 
%VVJ*7km0i(O. 5ml) Srin^ 70°C-e7B#^^#Lfc o sj^fe^s^i^ 

*Srip^Bfe3i^-ettWbfc«, gftBt^/WB^iN^gs^mu */B£rB*Bfe 

lcJ:D^JB©>fk^Srl8iiig. W59%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 6 2. 40 (s, 3H) , 2. 67 (s, 3H) , 6. 41 (d, J = 5 

3 

. 4Hz, 1H), 7. 10(ddd, J = 7. 6, 4. 6, 1. 0Hz, 1H) , 7. 39 (s, 1H) , 7. 46 (d 
d, J = 4. 9, 3. 0Hz, 1H), 7. 55-7. 61 (m, 2H) , 7. 68 (dd, J = 2. 9, 1. 2Hz, 
1H), 7. 81-7. 86(m, 2H) , 8. 26(d, J=l. 7Hz, 1H), 8. 36(d, J = 8. 6Hz, 
1H), 8. 48-8. 52 (m, 1H), 8. 57 (d, J = 5. 4Hz, 1H) 
ffm^#rfit(ESI-MS, m/z) :410(M+l) + 
[0383] mmmi72: 3-(7-^>^Tbl^^^>-3-^/^^/V>-4-^/^^)-5. 6 

-v^;v-\2. 2 : ] w; 2k: 1 72) 

3-(7-^n^e-=¥7!J^-4-^/V^-=¥v')-5, 6-vW/V-[2. 2']\f}*Vi?>'Ub& 
mi4) (30mgh ^h^^MJ^^—7V^^^/^v?r7^(9mg),^T-f-^^-3 
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m*})VJ»7kmm(0. smDSrfti*., 70°c-e7B#figjf#u-c o 

'H-NMRCCDCl , 400MHz): 6 2. 41(s, 3H) , 2. 68(s, 3H) , 6. 47(d, J = 5 

3 

. 1Hz, 1H), 7. 12(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 39-7. 46 (m, 3H), 
7. 58-7. 64 (m, 2H) , 7. 82 (dd, J = 8. 6, 1. 7Hz, 1H) , 7. 87(ddd, J = 7. 8 
, 1. O, 1. OHz, 1H), 7. 92-7. 97 (m, 1H) , 8. 02-8. 09 (m, 1H) , 8. 30 (d, 
J=l. 7Hz, 1H), 8. 45 (d, J = 8. 8Hz, 1H) , 8. 51-8. 55 (m, 1H) , 8. 62 (d, 
J = 5. 1Hz, 1H) 

ff*5>#pfit(ESI-MS, m/z) :460(M+1) + 
[0384] MMMIZjL 3-(7-^<^yV^^-2-^/V-=ar/';^-4-^/V^-^->-)-5. Q-jy^ 

3-(7-^n^-dr/y^-4-^/V^^)-5, 6->^^vV-[2, 2']\?t°Vi?^ttk& 
mi4) (30mg). Th^XhV7^~A'iHX74>'s<?i?&M9mg)^ ^<>o/[B]79^ 
-2-^<7^(36mg) tT/VdVfBMT'eN, N-^^/V*/KkT5K(lml) , 2M 
&V6i&VVJ**8iftZ(0. 5ml)SrJn^ 7O°C-e70#^it#Lfc o HJS^&^iafcjfrip 

'H-NMRCCDCl , 400MHz) : 6 2. 40(s, 3H) , 2. 67 (s, 3H) , 6. 43(d, J = 5 

3 

. 1Hz, 1H), 7. 09(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 23-7. 29 (m, 2H), 
7. 33(ddd, J = 8. 3, 8. 3, 1. 4Hz, 1H), 7. 40(s, 1H), 7. 55-7. 61 (m, 2H 
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), 7. 64(d, J = 7. 6Hz, 1H) , 7. 84 (ddd, J= 7. 8, 1. 2, 1. 2Hz, 1H) , 8. 03( 
dd, J = 8. 8, 1. 7Hz, 1H), 8. 41 (d, J = 8. 8Hz, 1H) , 8. 46-8. 51 (m, 1H), 
8. 54(d, J=l. 4Hz, 1H),8. 59 (d, J = 5. 1Hz, 1H) 
®*^-*T'ft(ESI-MS, m/z) :444(M+1) + 
[0385] ggjfe0t|174: 5. Q-j/^;V-3-(Q-\l°Vi/l/-2-^/V-* /V>-4-^/V^3c^)-\ 
2. 2HtftfUi?W>ffrfr®>174) 

3-(6-^n^-dr/y^-4-^/V^v-)-5, 6-^^/V-[2, 2' ]tf t°y vVOfb^ 
$J2) (25mg),^h7 :3 r^hy^^/V^^^^> ? ^A(7mg), 2-hU^^/^^ 
~/Vfc°y vV(45mg) , ^fc^(ll) (lmg) t7/^Vf atfeN, N-vW/MJvV 
( lml) ^Px., lOO^-e— Bfcif#Lfc„ BCJ^m^U^^PiL tK^Px.^ 

X H-NMR(CDC1 , 400MHz) : 8 2. 40(s, 3H) , 2. 67 (s, 3H) , 6. 46(d, J = 5 

3 

. 1Hz, 1H), 7. 08 (ddd, J = 7. 3, 4. 6, 1. 0Hz, 1H), 7. 27-7. 32 (m, 1H), 
7. 39 (s, 1H), 7. 56(ddd, J = 7. 8, 7. 8, 1. 9Hz, 1H), 7. 81 (ddd, J = 7. 8, 
7. 8, 1. 7Hz, 1H), 7. 85 (d, J = 7. 8Hz, 1H) , 7. 94 (d, J = 8. 1Hz, 1H) , 8. 
14 (d, J = 8. 8Hz, 1H), 8. 44 (dd, J = 8. 8, 2. 0Hz, 1H) , 8. 47-8. 51 (m, 1 
H), 8. 58 (d, J = 5. 1Hz, 1H), 8. 74-8. 79 (m, 1H), 8. 96 (d, J = 2. OHz, 1 
H) 

^S5HJrffi(ESI-MS, m/z) :405(M+1) + 
[0386] WfoMUS: 5. 6-v?^/V-3-(6-tf y$i^-2-^/V-^/y^-4-^/^^>)- 
[2, 2H^°y^(-fh^l75) 

3-(6-^n^-dr/y^-4-^/V^^)-5, 6-vW/V-[2, 2']tffc o y> ? >0ffrS- 
#J2) (25mg) N ^b^dr^hy^^/V^^^/^> ? ^A(7mg), 2-by^/V^ 
^/Vt°y^v?^(45mg) , m\M(W) (lmg) ^T/V=fV#ffl^CT"eN, N-vW/V* 
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^ivm^T^m^vkM., &ymmrvvt7J>rx*mmjZo w&rmm^m^xm 
btitcmm&^*y-^-T± h^zk <Dmm?v^> w^a— -vrnwrtz - 1 k x vmm 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 68(s, 3H) , 6. 46(d, J = 5 

3 

. 2Hz, 1H), 7. 07(ddd, J = 7. 6, 4. 9, 1. OHz, 1H), 7. 24-7. 28 (m, 1H), 
7. 39 (s, 1H), 7. 53(ddd, J = 7. 8, 7. 8, 2. OHz, 1H), 7. 88(d, J = 8. 1Hz, 
1H), 8. 14 (d, J = 8. 8Hz, 1H) , 8. 48-8. 53 (m, 1H), 8. 60(d, J = 5. 1Hz, 
1H) ,8.81 (dd, J = 8. 8, 2. OHz, 1H) , 8. 88 (d, J = 4. 9Hz, 2H) , 9. 48 (d, J 
= 1. 7Hz, 1H) 

S:fc$MJffii(ESI-MS, m/z) :428(M+Na) + 
[0387] mWMHQ: 5. 6-^^/V-3-(7-t:°y vV-2---iVV-dr- ^)>-A--( /V±^) -\ 
2. 2"\\f&PSl/UV&m\7G) 

3-(7-^n^-dr/y^-4-^'/V^-drv')-5, 6-v^/V-[2, 2']tffc°yi^(>ffrS- 
#J14) (25mgh 7^h9 :3 r^hy^^/V^^>'^^> ? ^(7mg), 
~/Vfc 0 y>V(45mgK ^MOD (lmg) (^7;^V#ffltT"eN, N-vW/MJvV 
(lml) &MtL, lOO'C-C— ifcif#Lf£„ SJS*Sr^a^?^*|I«, tK^Px.^ 

^br^o TKjgt^^y^A^px.r/^ytt^L, g^Bft^^-cfftwu 

<D>ffr^£rl8mg, JR^72%-C#^o 

'H-NMRCCDCl , 400MHz) : 8 2. 40(s, 3H) , 2. 67(s, 3H) , 6. 45(d, J = 5 

3 

. 1Hz, 1H), 7. 08(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H) , 7. 28-7. 34 (m, 1H), 
7. 42 (s, 1H), 7. 56(ddd, J = 7. 8, 7. 8, 1. 7Hz, 1H), 7. 80-7. 87(m, 2H 
), 7. 94(d, J = 8. OHz, 1H) , 8. 35(dd, J = 8. 8, 1. 7Hz, 1H), 8. 46 (d, J = 8 
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. 8Hz, 1H), 8. 47-8. 51 (m, 1H) , 8. 58 (d, J=l. 5Hz, 1H) , 8. 60 (d, J = 5 
. 1Hz, 1H), 8. 75-8. 80 (m, 1H) 
SCft##HE(ESI-MS, m/z) :427(M + Na) + 
[0388] $3fcMl77: 5, Q-j/^;V-3-(7-}l°V*i/>-2-^/V-*/V>-4-^/Vtt^)- 
[2, 2H^°y^«hl^l77) 

3-(7-^a^e-dr/y^-4--f/V^iX)-5, 6->W/V-[2. 2']tft°y^V0fb^ 
#J14) (25mg),^h7^h!J7^/V^^^^> ? ^A(7mg), 2-hU^/V^ 
^/Vfc°y^>V(45mgh SMfc4H(lI) (lmg) fcT/K^V^ffl^CT'CN, N-vW/V* 

;^t$k ( imi) ^nx., ioo°c-e— ifeit#bfc 0 ££j£^^s^£P#, *^px. 

^/>mttvffifrut&* mTkmwtrhvvJrtfflkut* m&Tmm&m^xn 

©ft^^6mg, lR^24%-e#7 v c 0 

'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 67(s, 3H) , 6. 46(d, J = 5 

3 

. 2Hz, 1H), 7. 08(ddd, J = 7. 6, 4. 9, 1. 2Hz, 1H), 7. 25-7. 29 (m, 1H), 
7. 42 (s, 1H), 7. 56(ddd, J = 7. 6, 7. 6, 1. 7Hz, 1H), 7. 84 (d, J = 8. OHz, 
1H), 8. 44-8. 51 (m, 2H) , 8. 61 (d, J = 2. 7Hz, 1H), 8. 63 (d, J = 2. 4Hz, 
1H), 8. 90 (d, J=4. 9Hz, 2H) , 9. 16 (d, J = l. 4Hz, 1H) 
®*^*rffi(ESI-MS, m/z) :428(M + Na) + 
[0389] mmmi78— 225 

Hife^!ll78-225(D^^^oV^-Ct, _h|B(D^dr— Afc^o-GjSBtUt, £*b£> 

[0390] ^fifrff'1178: 2-f6-^h^-^-4-(2-^3i^7V-ri. 8]-f-^^-U> ? ^-3-^/V^-^-^ 
) / U ^-7-^/V^-^r^l 7 — 7V (j|2a^ 178) 

8]-7"^^yv ; ^-3-^-— /V(6. 61gK 7-^<^v ; /V^-=3rv'-4-^ 
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nn-6-^hdf^-3vy^(16. 6g).4-v ? ^/VT5yt°y> ? ^(10. 9g)^l, 2-v^ 

y(7Vttl/)-2-7zz.=-7V-\_U 8]-i-Z?^Vi?>$:6. OOg, lR^42%-e#fc 0 

3- ( 7-^>^/V^r^y-6-^h^-^-/V>-4-4/^^) -2-7x^;V- [1,8] 
^^y^V (4. 36g) ^hy^/V^-ng^^ (40ml) fc$g$?U ^^A-sj^gfc (3ml) 

^(jnx., 80°c^Tm#r H 1Jt#b^ o ^^^tK^p^., ^^^^-by^ATK-e^^p 
hy^^-e^Mbfco m^rmm^m^ir^tKx^. q-^y^-a-(2--7^;v- 

[1, 8]i-7^yv ? ^-3-^/V^-d f -^)-dryy^-7-^— /V^3. 55g, U^100%X 

[0391] 6-^ h^riX-4- (2-7x-;V-[ 1 , 8] ^^^y i?^-3-^/V^-» -3r/y >-7-& 
— /K3. 55g)£N. N->W/V^/V (30ml) ^|§fi?U ^#y?i»(6. 20g 
h /v(5. 61g)^Px., 60°C^T— lfejf#Uc 0 MffiT2§^@ 

?u^h?9~7J—xmmirZ>-bK£V), mM(Dik^m%Z. 20g, W81%-^#fc 0 
1 H-NMR(CDCl , 400MHz) : 6 2. 33 (m, 1H) , 3. 98 (s, 3H) , 4. 10 (m, 2H 

3 

), 4. 30(t, J = 4. 8Hz, 2H), 6. 52 (d, J = 5. 2Hz, 1H), 7. 37(m, 3H) , 7. 4 
4(s, 1H), 7. 48 (s, 1H), 7. 92(dd, J = 8. 0,4. OHz.lH), 7. 93 (s, 1H), 8. 
16 (m, 3H), 8. 49 (d, J = 5. 2Hz, 1H), 9. 16 (dd, J = 4. 0, 2. OHz, 1H) 
fCm^#Ffg(ESI-MS, m/z) :462(M + Na) + 
[0392] mWMlSl : 2-\4-(6-^/V-\2. 2' 1 WVis—SV-Z-^/V^^-lc/Vy-Q 

2-^n^t°y^(500mg)^h7tK^^7>^(15ml) t£j£fl?U -78°C^T1. 58 
M n-^/Vy^^/^lf-^g* (2ml) &1]\\X., 30frfflfflfrUto RJ&mz5- 
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m^mtrhv^j^mkvito m^rmm^m^xnhntt^m^mm^^- 

/V)-t°yvV-2-^7V-^/— /V£r214mg. l|X^37%-e#/t 0 
(5-ni^-/V-^7^-2-^/V) -t 0 Uv ? >'-2-^/V-^^/— /V (214mg) ^nn*/V 

[0393] (5-3z^/k-^^^-2-/r/V) -fc°y *?>-2-4Z^*9S> (160mg) 3:^/— /V (3 
ml) 28%T>^T7K(3ml)^nx., *fW^160°C^-C— M#Lfc 0 

XWmir^tiCX^, 6-^/V-[2, 2']tft°y> ? ^-3-^-— /V^rl04mg, I&*65 

6— <^/V^^-4-^nn-dr/y^(3. 47g) „ 6-^/V-[2, 2']tffc°y-^-3 
/V(5. 03g) ^^/V^/V*^K(25mlM^§?U ^^ir^^(16. Og) 

^n^.^i40 o c^T-sfeJt#b/t o s^^^K^nx., fill- 

_hfB-e#^/cm^^#/^hy^/^ti^(lOml) fcig#U ^>X/V^m(2 

mm^^u mm^/^x^ir^t\z.x'04- (6-^/^-12^ 2'iwy^/v 

-3-^/v^-drv^)-df-yy^-6-^-— /v^2. 57 g , iW58%-e#7t 0 

[0394] 4-(6-3z^/v-[2, 2 ' ] \f\f^iy^V-3-^;V^r^) -^r/V >-6-$r— /V (2. 57g 
)£N, N-^9vl^JvW^T^K(25ml) t^§fi?U ^^7Jy>ix(9. 08g) % 2-^n^e 
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tt&m&l. 29g, W44%-C#fco 

'H-NMRCCDCl , 400MHz) : 8 1. 41 (t, J = 7. 8Hz, 3H) , 2. 17(m, 1H), 3 

3 

. 01 (q, J = 7. 8Hz, 2H), 4. 04 (m, 2H) , 4. 24 (t, J = 4. 9Hz, 2H) , 6. 45 (d 
, J = 5. 1Hz, 1H), 7. 13(ddd, J=l. 2, 4. 9, 7. 6Hz, 1H) , 7. 34(d, J = 8. 3 
Hz, 1H), 7. 40 (dd, J = 2. 9, 9. 3Hz, 1H) , 7. 54 (d, J = 8. 3Hz, 1H), 7. 60 
(d, J = 2. 9Hz, 1H), 7. 62(ddd, J=l. 9, 7. 8, 7. 8Hz, 1H) , 7. 84(d, J = 8 
. OHz, 1H), 7. 96 (d, J = 9. 2Hz, 1H) , 8. 45-8. 48 (m, 2H) 
®i3ttJf{B(ESI-MS, m/z) :410(M + Na) + 
[0395] mmmi88: 4-(6-^/V-2-^U$v ? V-2-^/V-t:°U> i: >'-3-^/^dr^)-6. 7 

-v^Hr>-^r / V ^ (iHa^l 188) 

2-^/K7^>-(4. 92g)^E|7k^— ^/K80ml)^fifU OT^Tl. 58M n- 
^/vy^^^/^i^^«(31. 6ml) SriP^ 3^ra^#LfCo HJ£$c£-78°C 
fc?fr*PU SJ^^-i/T/fc^vV (5. 78g) ©x-7« (80ml) ~7 

xzoftmtwuzo ^m^v^j^x^mu mmm^mm^^xmm^t^ m 
m^^m&yk, mn-k&fcxm&u m^mm^v^y^xnm^t^ m^rmm 
^^xmhtit'mm^r±b^-^^^(D^9^^h^^^—xmM^ 

Z^b^XV, (5-^/V^7^-2-^/V)-(2-t°y5v ? /V)-^y^3. 2g, i»34 

%xntc 0 

(5-^/V^^^-2— T/V)-(2-t:°y^v ? /V)-^/^(3. 2g), *9 /Hi Oml), 
28%T^^T^M(20ml)^S-W c F^Ati, 160°C-C— tfejl#Uc 0 Rf&m& 

tf— /V-Srl. 32g, ilX*50%-e#fCo 
[0396] 4-^op-6, 7-v^Hiriy-3Vy^(790mg) „ 6-^/V-2-fc°y5vV-2-H7V- 
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/V(660mg)^^/KVV^iyK(4nil) f-?§#?U ^^fev^ 

(3. 45 g )^px./>^i3o°c^T— mmwi,ti 0 m^A^m. Rj&mzfo&uaz., 

'H-NMRCCDCl , 400MHz) : 8 2. 76 (s, 3H) , 4. 02 (s, 3H) , 4. 05 (s, 3H) 

3 

, 6. 46(d, J = 5. 4Hz, 1H), 7. 14 (t, J=4. 9Hz, 1H) , 7. 42 (d, J = 8. 3Hz, 
1H), 7. 48 (s, 1H), 7. 54 (s, 1H) , 7. 58 (d, J = 8. 3Hz, 1H) , 8. 41(d, J = 5 
. 4Hz, 1H), 8. 66 (d, J=4. 9Hz, 2H) 
®A3HJf{B(ESI-MS, m/z) :397(M + Na) + 
[0397] mWUM 192: 2-f4- (6-J^/l^2-fcf U 5^-2-^Vl^-fcf U - 

^ / v ^-e-^^-^i -^/-/v a Y &m 192) 

M^h7tKn^^^(100ml)^T/V=fV#H^:T. 0°C-C2. OMU^A *MV 
/ntVVT^K/^^, 7"h^tKn^7^, ^/^^V^?^(26. 2ml). 
^bhy-n-^/V^X(14. lmDSrlgt^P^., 0°C-ei5^#Lrt o Sj£$t£r-78°C 
iCjfriP^, 4a^h7tKn^7^(20ml)^^bfc2-^nnt°y^V(5. Og)£M 
TLX, ^a*-e^o<«9#?abT— ifeJt#Lfc 0 M^^^K^Bx.THJ^^#JtL 

y^^9. lg, W56%-C#fCo 
2-hy-n-^/v^^/vt°y^> ? ^(5. Og) SrT/W^#6B^CTWh9fcKi379 

130ml) l£*g#?U -78°Cei. 6M n-^/Vy^^/^i^^^ (8. 6ml) 
SriKTUfc^ -78 o C-C30^#b, ^h7tKn^7^(20ml) fc$gA?US:4, 5->^ 
^vi^/i^— /Kl. 85g)Sr«TbT. «H^UcdSfc^ia*"t*#?aLfeo HJ£$c^ 
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—•vmm-r^tKX'o (5-^^9^-2-4^) -^j^>-2-4/^-^y—/^ 

888mg, l(X^32%-e#/-o 
(5-3^/k:7^-2-^7k) -fc°!J^v ? ^-2-^/V-^^y— IV (880mg) ^^nn*/V 

-hld^fe /V(7mlh 28%T^^T^IS(8ml)^W c t I ^A^ 1 

t°y ^ v?^-2-^-t°y vV-3-2}— 7l^305mg, W3 5 %-e#fc 0 
[0398] 6-^<^J/V^r^-4-^UVi^c/]) 1/(1. OOg) , 6-^^/V-2-t°U ^vV-2-^/k 
-t°y^>--3-^-— /K746mg) , 4-^^/VT^yt°y (1 . 36g) ^J^/V^/V 
*^>K(5ml)^fi?U l*»fe^A(3. 62g) ^P^.rtmi30 o C^T-»#b 

(6-^^/v-2-t°y$ vV-2-^/v-t°y vV-3-^/v;*}-^) -^f yy ^1 . 

25g, l|X*77%-e#fc 0 

6^^^/V^^^-4-(6-3i^/V-2-t°y^^^-2-^/V-t°yv?^-3-'l'/V^-^iy 
)-^yy^(l. 25g)^hy^/V^-n^(7ml)^^L, y^^/V^^KO. 7ml)£r 

#p;t, 70 < c^T2^r^m#b7 v c o KitM^mf±rmmvtc(Dib, R^mK^Mx. 
, ^^^-^hy^A^-e^fpLfco w^s^np^/^-ettmufcm. mmm&m 

m^^y—^-^^^^<Dnm^^Y^^^—xmm^^t\z.^,A-( 

6-3z^7V-2-t 0 y$^^-2-^/V-t°yv ? ^-3--r/V^-^rv^)-dryy^-6-^-— /V^9 
90mg, lR^100%-e#/!i o 
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[0399] 4-(Q-^;v-2-\i°V^i/^-2-4/v-\i°yi/^-3-4M^)-^jy>'-e>-^— 

/K990mg)£N, N-^^/V^/V^T^K(6ml) fcljgfilU ^gbWA(l. 35g) , 
/V(0. 7ml) ^Dx., 70 o C^T-gfelf #Uh 0 HJ^m^i±T^ 

£r789mg, lR^71%-e#fc 0 

'H-NMRCCDCl , 400MHz) : 8 1. 41 (t, J = 7. 8Hz, 3H) , 2. 19 (m, 1H), 3 

3 

• 05 (q, J = 7. 8Hz, 2H), 4. 04 (m, 2H) , 4. 22 (t, J = 4. 2Hz, 2H), 6. 56 (d 
, J = 5. 4Hz, 1H), 7. 14 (t, J = 4. 9Hz, 1H) , 7. 41-7. 45 (m, 2H) , 7. 58-7 
. 61 (m, 2H), 8. 05 (d, J = 9. 0Hz, 1H) , 8. 48 (d, J = 5. 4Hz, 1H) , 8. 66 (d 
, J=4. 9Hz, 2H) 

lf*^#rfiI(ESI-MS, m/z) :411(M + Na) + 
[0400] Mi#l200: 2-f4-(5. Q—J^7V-2-\l 0 ^J>-2--(/V-\l 0 ^J>-3--(/V^ 
jy) -5- /V >-Q-^;v^r^-^-^/—;v (i h-£^200) 

2, 3-^^/1/7=7^(1. 5g)^T/V=fV#H^T"ev > ^^/^^-^/V(20ml)^ 
mmi^, OtrCl. 6M n-^/Vy^-^^O^iJ- ^1^(10. 9ml)^MTbT, M 

r>2-^Tyt°y^> ? ^(i. 8g)^MTu mmxnmmftistco Ri^m^m^m^R 

^/UJ>,-T±h^(D^v^^h^y4—-Vmmir^tizX<0 (4, 5-vW/K7 
7>--2— T/V) - (2-t°y 5;vVV) -^/>^226mg. i&^7%-e#fco 

(4, 5-^^/W79^-2— f/V)-(2-t°y5v ? /V)-^/^(220mg), /V(2 
ml), 28% T^^T*^( 2ml) ^tWtwUx, 160°C-eiM#bfc o ^j£$c£r 

^n^h^7^^--e*tMi-§^^t-J: ( 95, 6-^^/v-2-t°y^>v-2--i7v-t o yv ? 

^-3-^— 7V^129mg N ^^59%-e#fc 0 
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[0401] Q-^^i/;Vtti/-4-S7Vixi-3cjyy{l. 30gh 5, e>-i/^;v-2-M°y *i?l/-2 
--f/Wt°y^y-3-t-;Kl. 46g)^^/K*/M}N3rv/K(15ml) KmMV. $<Wi 

^vj»(4. 7i g )^px.r>^i3o c c^-c— mmwx^t'o mma§n'&. ELfoWLK* 

5, 6-^^/V-2-t°y^v ; ^-2--f/V-t 0 yv ; ^-3--f/V^-dr^)-dr/y^^l. 52g, 

6-^<^v ? /V^-^rv'-4- (5, 6-v ? ^^-/V-2-t 0 y^> ? ^-2-^r/V-t 0 y v^-3-^VV 
^^)-dryy^(773mg)^hy^/V^-tig^^(3ml) l£*gA?U ^^/V*^(0. 

3mi) ^nx., ^?u^T4B#^^#b7t 0 ^^kJSf-T-hy^Tk-e 
/WlfcfrlrZZblZX*). 4-(5. 6-^^/v-2-t°y5:^^-2-^/v-fc o y^^-3--r 

/1^3f"» -^r/y ^-6-^"— /V^467mg, lR^76%-C#/t 0 
[0402] 4-(5, 6-v > ^^/V-2-t°y5v > ^-2-^/V-t°yv ; >--3--l'/V^-^v^)-dr/y^-6- 
^— /V(439mg)^N, N-i^^/V^/KkT5K(5ml) lcSS$?U £^#^7^(0. 89 
gh 2-^13^x^7-^(0. 27ml) ^P^., 80°C^T5. 5B#5g}f#L7i 0 SJ^fe 

*^p;i, ^ixf/vttttpb, ^x^jB^TK, ISfp^^-e^bT, 

^32%-C#fc 0 

'H-NMRCCDCl , 400MHz): 6 2. 41 (s, 3H) , 2. 69 (s, 3H) , 4. 03(t,J = 4 

3 

. 4Hz, 2H), 4. 23 (t, J = 4. 9Hz, 2H) , 6. 49 (d, J = 5. 2Hz, 1H), 7. 10 (t, J 
= 4. 9Hz, 1H), 7. 38-7. 41 (m, 2H) , 7. 60 (d, J = 3. 0Hz, 1H), 7. 96 (d, J 
= 9. 3Hz, 1H), 8. 46 (d, J = 5. 2Hz, 1H), 8. 65 (d, J=4. 9Hz, 2H) 
Sfm^#f{S:(ESI-MS, m/z) :411(M + Na) + 
[0403] gy&M2Q2 : 2-f4- (6-^/V-2-t°y$vV-2-^7V-t°y ^-3-^^^) - 
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6-^.^J/Vtt^-4-Wxi-3cjy>'{2. 73gh 6-^/V-2-fc°y^vV-2--l7l' 
-try vV-3-^— ;V (949mg) , ^fift*fe^A (4. 96g) ^^/KVV^v'K (25 
ml)l!:«»U 130°C^-C— M#Lfc 0 ^a^^^, SJ^^^^Px.^nn/^ 

fv^hyy^j—xmm-r&z.b 6--<>^/^^y-4- (6-^/v-2-t°y ^ 

6-^^^/V^^^-4-(6-^^/V-2-t°y^^^-2-^/V-t°y^^-3-^r/V^-dr^ 
)-=¥yy^(l. 64g)^rhy^7V^-ng^^(30ml)^^b,^^/^^(2. 5ml) 

^px., 80°c^-ciB#r^^#b^ o a£»*^p;L, ^^^-T-hy^ATK-e^^p 

hy^A-e^Mbfco «JEET^Sr«**r«^^i;:«t«J^ 4-(6-^/v-2-fc°y^vV- 
2— T/V-t°y V) -dr7 y ^-6-^-— /V£r 1 . 28g , 1R^9 9 %"e#fc 0 
[0404] 4- (6-^/V-2-t°y /V-t°y Astti/) -^c/V >-6-^T— 

/Hi. 10g)£rN, N-^^/V*/W^T5K(10ml)^|g$?U £^#y^(l. 85g) 
„ 3^b-N, N, N, N-7^h9^^-/VT^^e^!7A(124mg), 2-7*v^:^;—;V ( 1 
. 47g)^Px., 40°C^T20B#rBlit#Ui o ^ffiT^i^WicWc:^ Tk^Px^n 

tH - ^^-^ ^®tfMb^£745mg, l|X*59%-e#fc: 0 

'H-NMRCCDCl , 400MHz) : 8 2. 74 (s, 3H) , 4. 03 (t, J = 4. 4Hz, 2H) , 4. 

3 

21 (t, J = 4. 4Hz, 2H), 6. 50 (d, J = 5. 2Hz, 1H), 7. 12 (t, J = 4. 8Hz, 1H) 
, 7. 36(dd, J = 9. 6,2. 8Hz,lH), 7. 39 (d, J = 8. 4Hz, 1H), 7. 55(d, J = 8. 
4Hz, 1H), 7. 57(d, J = 2. 8Hz, 1H) , 7. 94(d, J = 9. 6Hz, 1H) , 8. 46 (d, J 
= 5. 2Hz, 1H), 8. 66 (d, J = 4. 8Hz, 2H) 
Sfm^#rfiI(ESI-MS, m/z) :397(M + Na) + 

[0405] mmm 20 5 : 2- f4- (6z^±zkz r 2 a 2 ; ] wv ^wa-^v^) -^r /y ^-6- 



WO 2005/080377 



200 



PCT/JP2005/002610 



6-3— K-2-tr=»y^-5-^-— /KlO. Og)£rN, N-^^/V^/V^T^KdOOml) 

/vm^xm^tzM. mm-rhv^x^mu mmrxmm^m^tio nhfi 

±fc<D&&bi??vttMhV7^~/i'ftX7j>')'<9i?VMiO (l. 50g)£rT/v=f 
V#ia^CT-e*l7K7 t b9tKn79^(200ml)^«|U0. 5M 2-t°y VAfypzf 
u^/Tb^tVti^y^mm (100ml) SriP^., 51^T-e^^#LfCo HJ»£^ 

±&<D&ffiZ.hV -7^u^m. (40ml), ttls*fVi&/&. (2ml) 100°C^ 

xm&mw^tco Bo^&mM.K#tm&. mmrxmm^m^t^ nhtvrmm 

&7kxm&vfcmm.MiM.mxmmvfc 0 &m&&wi^^xm&i,tc&, mam. 
Wyk&uu%.xtpfavtto y^m^mm^-^xmmu 7kvim-uz<n%mwtrhv& 
j±x&mu mfcTxmm&m^tco mbtift&m&^*cy->-mm=*^%k<D 

^y^n^Y^y^^—xmWr^tK^Q-^/V-^ 2' ]tf t e W/V-3-*— 
09g, Ifc^64% XWz^ 
[0406] A-^y-y;vir^y-y^.=-;VT^y i&etifc ( 1. I8g), 5-^^rv-^^-2 % 2- 
>W/V-[:L 3]^^^-4, 6-^^(1. 03g) &2-:/W V— Ml5mD fcJK 
»U MJa^VVT^CO. 78ml) Srin^ 70 o C^T3B#^Ji#L^: o ^j^feim, 

_hfBt?#^fc^S> \f7^~;V{4. 34g) ^^oi^/V^— 2ml) fcfiliBL 
, 240°C^T— HfeJ£#Ut„ R^m^(D^^/-~;V-^titi^;V 
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iVOk,{0. 5ml) ^JPx., 120°C^-C3B#^^#Lfc o ^TBCJ^^tR^P;^ tK 

[0407] 6-^/V-[2 N 2' ] fcT fc°U /V (2. OOg) „ e-^^/l^^v^-^nn 
df-yy^(5. 79ghl^1?v'<7A(7. OOg) \Z.m^J^;V^;V^ZyV (25ml) 

<k k i«9 3- (6— o-^/i^-^^/y ^-4-^/^^-iy) -6-^^/v-[2, 2 ' ] tft°y^ 

/V£r3. 38g, JDl^75%-C#fCo 

3 _( 6 _^^ /V: ^-dr^/y^-4-^/V^-dr^)-6-^^-/V-[2, 2' ]tf t°y^/V(3. 
36g) ^hy^/V^-n^dOml), ^^VV^^(0. 5ml) ^Px., jg^T^6B# 

^^fe^-frT4-(6-^^/V-[2, 2' ]lf t 0 yv > /V-3-^'7V^-^rv')^r/y>'-6-^-— /V 
£2. 42g, ^^92%-C#fc 0 
[0408] 4-(6-^/V-[2, 2']tft°yv ? /V-3-^/V^-dri/)-dr/y^-6-^-— /V(2. 42gh 
^^y^^(3. 05gh 2-7'nW/>-;K2. 76g) ^N. N-v^/V^/V^T^K 

(40mi) ^px., 60°cxmmmwvtc o Rj&m&&mz.ibM®.. ^M^jsm^ 

«9,^«^^^1. 19g, W43%-e#fc 0 
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'H-NMRCCDCl , 400MHz) : 6 2. 33 (bs, 1H) , 2. 73 (s, 3H) , 4. 04 (m, 2 

3 

H), 4. 23 (t, J=4. 2Hz, 2H)6. 45 (d, J=5. 1Hz, 1H), 7. 14 (dd, J = 7. 6, 
4. 9Hz, 1H), 7. 32(d, J = 8. 3Hz, 1H) , 7. 40(dd, J = 2. 7, 9. 3Hz, 1H), 7 
. 51 (d, J = 8. 3Hz, 1H), 7. 57-7. 65 (m, 2H) , 7. 80(d, J = 7. 3Hz, 1H), 7 
. 96(d, J = 9. 3Hz, 1H), 8. 46(d, J = 5. 1Hz, 1H), 8. 52 (m, J = 4. 6Hz, 1 
H) 

®*^Wfft(ESI-MS, m/z) :374(M+1) + 
[0409] ^6fr#'l206 : 2-f4- (6-^^/V-2-tf y $^-2-^/V-tf y i^-3-^/l^df- 
-^r 7U ^-6-^/V^-^r->-l -^/V=^^;V UY&m 206) 

2-[4- (6-^^/v-2-t°y 5>^-2— i7v-t°y ^y-w/w*^^) -df yy ^-6- 

>f/W^V]-^/— (210mg)^v ? ^nti^^(5ml) K38$?U h 
y^/VT^(0. 75ml), 4»7K@^^(0. 15ml) ^K^T^PX., ^atCT3B#^^# 

1 H-NMR(CDC1 , 400MHz): 6 1. 41 (t, J = 7. 8Hz, 3H) , 2. 12 (s, 3H) , 3. 

3 

04 (q, J = 7. 6Hz, 2H), 4. 31 (t, J=4. 9Hz, 2H) , 4. 49(t, J = 4. 9Hz, 2H) 
, 6. 52 (d, J = 5. 1Hz, 1H), 7. 13(t, J=4. 9Hz, 1H) , 7. 38-7. 44 (m, 2H) 
, 7. 56-7. 59 (m, 2H) , 7. 96 (d, J = 9. 3Hz, 1H), 8. 48 (d, J = 5. 1Hz, 1H) 
, 8. 67 (d, J = 4. 9Hz, 2H) 
ff*5>#rfiI(ESI-MS, m/z) :453(M + Na) + 
[0410] Mjff'1209 : 4-(6-^f ;W2-lf'J ^i/>-2-^/V-\i°Vi?>-3-^/V3r^) -6-( 
2— =E7Wafr U ^-4-^/V-^h^-» /y ^ (>f fr-fr&l 209) 

4- (6-^/v-2-t°y 5^-2->r/i^-try /vc*-^) -^y y ^-6-^-— 

/Ml. 03g)£N, N-^^/V^/VAT^KdSmD^^U ^^y-7^(l. 60g) 
, 2-7'o*-l-^nnx^y(i. 5ml) ^JPx., 65°C^T— Bfelf #Lfc Q &J&mz.fo 
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(741mg)£#fc 0 

_h|E-e#^fcffi.^^^>^§P(103mg)^N, N-^^/l^JvVAT^K (2ml) Id 
?§ft?U ^g£#y?A(240mgh ^e/V^yWO. 2ml) ^Px., 80°C^T— tfeJf#L 

^£24mg, 42*12% {2^T^) -e#fc Q 

'H-NMRCCDCl , 400MHz) : 5 2. 60-2. 62 (m, 4H) , 2. 76 (s, 3H) , 2. 87 

3 

(t, J = 5. 6Hz, 2H), 3. 73-3. 75 (m, 4H) , 4. 24 (t, J = 5. 6Hz, 2H) , 6. 50 
(d, J = 5. 4Hz, 1H), 7. 13(t, J = 4. 9Hz, 1H), 7. 37-7. 41 (m, 2H) , 7. 54 
-7. 57 (m, 2H), 7. 94 (d, J = 9. 3Hz, 1H), 8. 46 (d, J = 5. 2Hz, 1H), 8. 67 
(d, J = 4. 9Hz, 2H) 

fCm^#Hit(ESI-MS, m/z) :466(M + Na) + 
[0411] H^ffil 

WTt-, ^KicJ:6^^^«5tJiffiMLTv^^yy^^#^L<^^y 

^ft^f$(i-^tP^, ^1^3rl-r469) <D^]£^-A^/&$|^i- 0 

[0412] J^T^*5V^-C. ##^5tFn^dr— Ar3^^^^frrl(DM3tF!l^i-t^)-efc 

M3tf?!l35o «£t*4f3*3r— Ar5 4^<D rfj r^f*r35o J;U?r4(Z)M^!j^-rt OT^o 
[0413] ^^M^M 1 : 2-[ (6 , 7-1?* h^-^-4-^r /y/V) t^^1-5-^f;^yX7;Vf 

4-^nn-6, 7-^H*riy3r/y^(113mgh 2-tKn^^-5-^^;^yX7;Vf 



WO 2005/080377 



204 



PCT/JP2005/002610 



ml) 160°Ci-T2H#r H m#b^ o ^UK^M^ m£TK&^X^K 

^-tti&mm&^^u nhfifcmmz.?uu*;vj>&Mtt.o ^mmm^ in- 

%)#fc 0 

'H-NMRCCDCl , 400MHz) : 8 2. 46 (s, 3H) , 4. 06 (s, 3H) , 4. 06 (s, 3H) 

3 

, 6. 44 (d, J = 5. 1Hz, 1H), 7. 10(d, J = 8. 3Hz, 1H) , 7. 45 (s, 1H) , 7. 49( 
tn, 1H), 7. 57(s, 1H) , 7. 83(d, J=l. 9Hz, 1H), 8. 51(d,J=l. 5Hz, 1H) 
, 10. 28 (s, 1H) 

KM^WfiCESI-MS, m/z): 324(M+1) + 
[0414] mnmmm: 2-(6, 7-^V^Z^/V>-4-^^^)-5-^^^^ 

2-(6, 7-^1-^^/1^ ^-4-^/V^-dr^» -5-^h^>-^<^/^^^/V (143 
mg), *5itF^^by^ f 7^(78mg)^ xl&J—A, (10ml) (lml) CD^^ 
ICIRWUT, ^iaicT— Bfejf#Uh 0 ^CV>-e^^JET^*5V^^^*b, 

140mg (423*100%) #fc 0 

'H-NMR^DCl -d , 400MHz) : 8 3. 73 (s, 3H) , 3. 80 (s, 3H) , 3. 95 (s, 3 

3 1 

H), 6. 44 (d, J = 5. 6Hz, 1H), 6. 91-7. 19(m, 3H) , 7. 34 (s, 1H), 7. 46 ( 
s, 1H), 7. 60(s, 1H), 8. 10(d, J = 5. 6Hz, 1H), 13. 26(brs, 1H) , 
fCm^#rfit(ESI-MS, m/z): 356(M + + l) 
[0415] &mm&M3 : \2-(7^^J;Vtti/-Q-*Y*^3c/Vl/-A-'(;Vtt^)-5-* 

7-^<^> ? /V^^-4-^t2ti-6-^hdrv/df-yy^(3. OOmg), 5-p<Hf->-2-T*fe 



WO 2005/080377 



205 



PCT/JP2005/002610 



h^y^(6. 7 g ), *5j:m-> ? ^/vT$yt 0 yv ? ^(4. 9 g )£, o-^np^yfy( 

30ml) ^§»U 180°C^T2B#P«#Lfc o ^fi^Spm, ^^{-tK^PX. 

ti^mm^^unhtitcmm^r^h^-^^^mm^^h^y^—x 
mMTzztizzv)^ mm<Dik&m*2. 53 g 0^59%) %tz. 0 

'H-NMRCCDCl -d , 400MHz) : 8 2. 42 (s, 3H), 3. 82 (s, 3H), 3. 98 (s, 3 

3 1 

H), 5. 26 (s, 2H), 6. 28 (d, J = 5. 6Hz, 1H), 7. 03-7. 08 (m, 1H) , 7. 23- 
7. 51 (m, 9H), 8. 39 (d, J = 5. 6Hz, 1H) 
Sm^fffiKESI-MS, m/z): 430(M + + 1) 
[0416] &&m&M4: l2-(7-t}?v*^-6-*h*i/*/V>-4-^^tti/)-5-*h*^ 

^?;y(*¥T$VfvS) (2. 52g)^^^/V*^(3. 0ml)i:MJ^/V^-ng^|i(50m 

Dt<Dm&wmz.MMu 7o°c^-co. 5mmmwvtc 0 mje-r-^-c^^* 
^h^y^—x-mmir^tKx^, mmaxt&b&i. 23 g (M62%)#fc 0 

1 H-NMR(DMSO-d , 400MHz) : 5 2. 50 (s, 3H) , 3. 91 (s, 3H) , 4. 00 (s, 

6 

3H), 6. 35 (d, J = 5. 2Hz, 1H), 7. 34 (m, 3H) , 7. 42 (s, 1H), 7. 61 (s, 1H 
), 8. 44 (d, J = 5. 2Hz, 1H) , 10. 24(brs, 1H), 
ffm^#Ffg(ESI-MS, m/z): 338(M + -1) 
[0417] &mM<Dfc&M<Dm& 

(Dm>ox&otL 0 
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[0418] Mrzz 1: 

ik£M 

r2 : rl— r5, rl2, rl3, rl5— rl7, rl9, r22, 

r24, r26— r42, r57, r62— r72, r74, r75, 
r77, r78, rl61, rl62. *3j;T*r425 

r3 : r9— rll.rl8, r43— 56. r58— 61.r73. 

rl66, rl72, rl81, rl88— rl92, r293, 
r306— t31U *3«tt^r418— r420 

r4 : r79— rll4 

r5 : rll8— rl60, r312— r409 x :j3j;T*r440— r469 

r6 : rl63 

r7 : r7, :Jo £T$r8 

r8 : r6 

r9 : rl4 
rlO : r20. ^^Xlv21 
rll : r23 

rl2 : r76, rl65, rl73, rl74, 5oJ;U?rl82— rl87 
rl3 : rll5— rll7, r202, r203, r205, r206 N 
r208— r210, r214 % r215 N r217— r221, 
r275, feWr276 

[0419] ^1—2: 

Z±rz^ \Y&m 

rl4 : rl64.rl67-rl71.r294-r296.r298, 

*3j;t^r302 
rl5 : rl75— rl80 
rl6 : r200, *5J:tJ«r201 
rl7 : r204. r222, *3«tt^r280 
rl8 : r207 
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rl9 : r211.r212.r216.r223-r255.r259. 

r261— r267. r291. r434. :*3j;TJ*r438 



r20 


: r213 


r21 


: r256— r258 


r22 


: r277 


r23 


: r278. *5j;tJ«r279 


r24 


: r281, r282, r284, :&J;U«r287— r289 


r25 


: r283, r285, r286, r290 N r292, r421^ 



r424, r426— r428, r436, *3j:TJ«r439 



r26 


: r297 


r27 


: r299 


r28 


: r300 


r29 


: r301, r303, *5ir>r304 


r30 


: r305 


r31 


: r410— r414 


r32 


: r415— r417 


r33 


: rl93— rl99 


r34 


: r260, r268— r274, r429 



fe,Wr437 

[0420] 

r34^^oTM3g-r^^^^-e#^ 0 

[0421] Z^TZ ^>rl : 
Mb39] 
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O O 




H 



2 

^fc«-NR bx R cX ^L, r(D^^R b *5j;^R c « N IH^^^M^oTV > 

^\\(D^ti\-tQmM^^^M^m^x\ ^xhx< (z.(DMmn^&tei w±©it 

2 
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til >Cl-4T/V3WSt- «£9RiSI&avCV ^XhXV > } ] o 
[0422] ^dr— i^r2: 
Wb40] 




[_hfB^— Zfct, -O-, -NH- -S-tfcl4-C(=OH^L, 
R 20 -R 24 te, *fcttMjfcoTVvOt>J:<, tK^M^, 'W?>WL^ C1-10T 
/Vdr/V^, Cl-8T/V=3dr^>S, C2-6T/V^^/VS, 7x^/V^/V#^/H, 

[0423] g toktt4--7~;^>*;v>Bmft. 4-T~v;*;y>mmft. *fc«ffi^« 

*3i^c, f?!ix.{ii2o-i8o o cT. ^^/—/^mm^fcmmir^T^r^mmm^ 

[0424] -Ar3 : 

Wb41] 
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R 4 




Cl-IOT/V^v^. C2-6T/V^/V^/V^^/V^->'S, CI 
-47;W*M-;H, ci-4T/v3c;vj-3rm, Tfefcii^a^/vSS^U R 3 £R 4 

R 7 }*, yfc^JRK^ 1 * Cl-8T/V3r/vm, C2-6T/V^/Vm, t&fPt>L<f^|&fP(D 
^L(r^-eR 8 . R 9 *5j;tFR 10 . R^J^R 12 ^ Cl-lOT/V^r/VS. C2-8T/l"{r~ 

[0425] r©^— Atcasv vc. s w^-rs-fb-a^tt, ria«>3a5©ftis (o - (ho >-r 
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(iii) ^^nn^yy^M^^^S^i-^^^y^fl^WbT, »Mffcj§ 

sf^y?7MCfn*Y) &m&^X (X|BX©(5)) x ^UfcT/Va— /V«rfifcffrr5 (X 

[0426] Z^rzMA: 
Wb42] 
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[0427] mm^mmm 

^o-v^nn-^ifV) ^^Tt^^^t-^V^, f?!jx.«120-180 o CT, ^ 

[0428] ^^r— Ar5 : 
Wb43] 





[0429] ffl^b^:7--<>'v ? /V^^-4-^nndryy^i|^^c«t@ ^-f-^^T^Vl^ 

£^3(XfEX@(l)) 0 JfcVvO, iO#e>^^ra#:5-lf^ g^ffl^T-^vv^ 
^M«Lt (XfEX@(2)) , #^fe^rafls5-2S^fiS#^TT/^/Wb^J (00*. 
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[0430] J*3r~ Ar6: 
Mfc44] 



(1) Br (2) 

2 . 

ci 




X 



H 

[0431] JBlcUfc4^/n>^ig#:*fcf2ft l^-rW^ 'n>H^I^Lt, HiHl^J ( 

[0432] i>sr7: 
Wb45] 



R 21 ^-^X.R 22 



q ^Z^R 23 I (2) 

X I 1 ) CT R 0 YT** WittingSSHS R ' ° 




R 20 ^ 


T 




Y^r 23 




k^R 61 








R 62 







Horner-Emmons&^ljl 

[0433] 4-^nn^yy^^#:^c^B^i-§^yy^^#:^^bT,ig^^^(^!j 
£^(_LfBX@(l)h #CVvT;\ Witting|*:^fc{*Horner-Emmons^^(^^^CO 
[0434] Xfr— i»r8 : 
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Wfc46] 




[0435] 4-^nndf-yy^f|^#:^fc^^-r§^^-yy^f|^#:^>?J-bT, iiMi>fcigj&(0!l 
X.tfo-^nn^^ifV) ^fcteMg^^ 120— 180°CT^ ^/VhfcKndr 

$itrT(_hfBX@(Dh #CV^ 7^(R n R 12 NH) TO^, ^^^^S^n 
[0436] ^=3r— i^r9 : 





1-4 

[0437] 
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^tfo-v^nn-^ifV) tpHtcfeMmMtpfcteV^X^ {#J;Ml20-180 o CT, HrfV 
X@(i)h #CV^ ^M^^jg7cL(_hlBX@(ii)), :7^/l^n>-^^#^BtJ&£ 

[0438] i^rlO: 
Mb48] 




1-2 1-2 1-4 

[0439] 4-^nn^yy^f|^#:*/t{ffl^i-?,^yy^f|^#:i^b-C. 

iffo-^^nn^yfy) ^i£fcte^^^:£l^C, f^lx.«l20-l80°CT, 5-fc 

K£V) (_hfEX@(ii)) % g W^-fS^^Sr^-f-S^^dS^So 
[0440] Aril: 
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Wfc49] 




[0441] 4-^nn^/y^f|ag#:^fc{ffl^i-§^yy^f|^ft:i^bT, jg^>fe^(^J 
ilio-^PP^yf^) ^^fc^tl^^^^feV^T. 3-tKn^i/-6-^hn-<VX 

^(_hfEX@(i)), ^v^^<D*/i^/^£M^i-£(XfBX@(ii)) 0 

*^V) £f£ffl£-^3 (_htExfi(iv)) ZLtiz.£v^ g Wii-^b^^^i-^^^^-e 

[0442] T^c— J*rl2: 

Dfbso] 
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[0443] T~y—/vnm{£&. ^4xm&feTm?vwbim^(±mj:m)) , 

V^TvvWfcX(-hiEX@(iii)) , 7^^^tl^4^mm^^>^'>^b^M 
vttryxAsfc^—y) M^^^iaot (_hfBX@(iv)) , _hfE05£(l2-l)tf>fb 

WC, #!|;Uil20-180 o CT\ ftmZ&ZZbfrXV) (XfEX@(v)) , @ W^-T^^^ 

£b\zmbfrft4k&m<DTwm&m7tirz>zbK£<>x (xtBxm(vO) , @ 

3^1^) (^!Jx.f^b^rl65) ^f^ir^bhX^ 0 
[0444] ^-^r!3: 
Wb51] 
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JgH\ Cl-6T/V=*r/VS, C1-8T/V=3^>S. Cl-4T/V3r/V#/V^/VS. Cl-4 
T^/^^rm, ttt&Z7*~A>#A>'tf~A'm&mU R 25 £R 2 \ ^.TOR^R 27 }* 

•we*^ ^thhi>m^x\ ^fcmm^t—mztj;^xmmifctttmu(D5tt. 
y£6M.fcmm^izf£tt&mm^&j&im^xi>£<. 

R 28 «, Tkmm^. An^yjg^, ^hnS. ^Ty», Cl-6T/l^r/l^ Cl-8 
/V^, f&fP^L<te^f&fP<D3— 8^^*^^^^^ f&ftPbL<J2^f&fP(Z> 

R 71 fi, p<^vk *fc«2-try^/vsr^u, 
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[0445] 4-?uu*yv^mmfci£fcte^mir%^yy^mmmzML,x, mm^mmm 
x.^o-v ? ^nn^ifV) y&tztemt&iRwz&^x, 

*j-yft;vtf T/^t^mmfc&ftm^ (Xtex@(i9) , #:v ^xr/^MtM ( 

^Ix.^^/w^^^^n$K) ^HJ^$^ (XfEX@(iii)) o 

ffiv ^) -rs (_htsx@(iv)) ^^j;«9, g Mb-rzfc&m m^mt^mnu) 

•fe^/K Mzkg^gt) £rfflV>TTV/W[rr£^-£9 (XfEX@(v)) , %\\<D g iftirTS 

#«^{CT^JtbT^*^/^^^^^A^V^)i-§'^^J;«9(XfBX@ 
(vi)) , isb\z$\\<D g mt1rZ>4k&W (mfmiB*2i4#) ^^«r^^r*#6o 

[0446] £jcn ^r!4: 
Wb52] 
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[0447] ^^/-/^mm^^mtim^(±m^md) . m^wTU/^m^mm 

-180°CT. ftMB£-fr5(_hiBX@(iii))^;i£oT, B&>b1rZfc&Vo&mz>Z.b& 

[0448] -Arl5: 
Mb53] 
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1-4 

^fcte^SW^V^ m«120-180°CT, ^$^r§(-hfSX@(ii)) 0 #c 

(XffiX@(iii)) 0 %btrtii\&®<D'7=.;—;V 

[0450] ^jcr= ^r!6: 
Dfb54] 
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1-4 

[0451] Afcjjsvvr, SWit5ft^«ft, TIB(D2M«90^^j;«9^«^ 

-180°CT, SJS£it£(_L!EX@(iii))^;iJ;oT. @ 

(II) XIEX@(i)^j;«9#^tv^tt»/^V^fl^#:^, TA**MtifflM%. 
tf^f^^/W^V^A) b£iJ&£^:Z> (XIEXMiv)) Zhic£oXfrh^nmfc& 
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[0452] Arl7: 
Wb55] 



R 26 




[0453] 2-fcKn^t°y^M^f*^ 4-^nn^/y^f|aS[#:*7tf*+B^i-5^yn>' 

[0454] T^c— isrl8: 
Wb56] 




1-4 

[0455] 2-^nnt°y> ? >'f|agft:^, 4-^nn^yy^f|^#:^»t@^-r^^^-yn^f|^ 
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ti^m^Z (_hlBX@(ii)) Z.bK£V)^ g #}kirZ4k-&%j&m>Z.b& 

[0456] T^c— i^r!9: 
Wb57] 




[0457] 3-fcKn^t°y^ff ^If*^ m^WSk iM^Oit^ J—fV) 3?^fEffl£ 
T^M^^^V^T, m«120-180°CT, M£*3(XfEX@(ii)) 0 afcVv? 

[0458] -Ar20: 
Dfb58] 
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[0459] _hfBm^», 31^^{^J(^!jx.«^^^^V) ( hM^(_hfEX@(i)) 
ffc^SW bitmZltZ (_LfBXMQ) rir^oT, ^ Wflc20-lSr#S^i:^-e# 

0-180°CT, f^ffl^5(_h|EXm(v))^^J;t) @ l$t«^-^£#5^^-et 

So 

[0460] Ar21: 
Wb59] 
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[0461] ^<7X*=3r— -M£*5VvT. g ftJirrSffra^tt, T1&<D2m*)<Dm&K£*)&ffctZZ. 
^nlf=:>>w^^n*K) Mtffl^ (XfBX@(0) . #:v ^xnhtifcit^(D 

^-ng^^) ^^$^r§ (_ttex@(iv)) :waot, 3-tKn^-2-^y*-aMJ-yv 
mm^mmx.Uo-^w^^) ^itnmm^^^x, m^i2o- 

180°CT, f^ffl$*5(_h|BX©(v))^i:^j;o-C, S W^«^^^#^^i!^-e 
[0462] (II) ^-Ar20^^oT#^tV/t^^#:20-l^, T/V^y^M!«(m^l- 

xiBx@(vi)) , nbtif^k&mz.T/v*Mm\ mtL^vit^/v) &im^z> ( 
xsBxm(vii))^^^j:oT, N-r^/v^y—^mm^n^t^x^o 

nwmo &4¥mz*tx (XfEx@(viiO) , 3-KFu*i/t°v^mmfo%mz>z.tti>x$ 
itmmm^^^^x, F!ix.^i2o-i8o o cT, ^^^(XfEXMix))^-^ 

@ MblrZlk&m&mz^b&XZZo 

[0463] 23bz i»r22: 
Mb60] 
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[0464] 3-tKndrv/-2-^^/Vt°y ^WmWJtA-Vnxi^ ;y ^ff^fft^ctefg 

ft^^#§-^^-e^§ o nhfhtz.it^m\m\^x, mmtmrnm^m^^ 

[0465] ^r23: 
Mk61] 
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1-4 

[0466] Z.(D^— MZ.$o\^X, S W£-*-5>fb^W:, TfB^2ii i 9^SS^J;«9^i-^^ 

—/^mt^m^ mmtemitm mx.^~m^>^f» zm^xmik-rz (_htEx 
ti^yv>mm^fc.mmir^^yuiymmmcM^x,mmfmmm^o- 

[0467] (II) ^n!JK^^^^>y/V^7— /Vcn— TA'(W%.t£4r-h])*3'/W?~A'*' 
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[0468] Ar24: 
Mfc62] 




[0469] T^V>Mm&&, ^nnT-fe^/^nUK^ffi^-fr (_h|BX©(0) , #:V^-e#ibtlfc 
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mtk mx.m-t°}}i?/istftii/m) tRfo^z (xtexMv)) ^yaot, @ e^-r 

[0470] -Ar25: 
Mb63] 




[0471] T~V>^§mfc&. \*'<nsfMnV}tkftmttX(±fRXm)) . T5Kff##:&# 
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Mmm^^^^X, $J;t«120-180 o CT. f£ffl£*5(X|BX@(v))^;i<J;o-C 

[0472] i^r26: 
Wb64] 



ci 




[0473] 6— <>i?/Vtti/-4-?uv5r/yi/mmW-lt. jI^^jStc^J 

^^c^^p^^^v^, m«120-180°CT\ 1¥ 

[0474] ^f— Ar27: 
Wb65] 
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[0475] 7— <>i?/Vtti/-4-?uxi3r;yi/mmW-?£. jI^^jStc^J 

^^^/V^^^teTK^^ffl^^ (XfEX@(iO) ^laot, Y^Mxi^ 

imtS^tZ (XfEXMiv)) ^^icj;o-C^/y >-ft##:«r#S^^^-c#5 0 ^#£> 
tb^yy^fl^#:^,^^^^(^!l^«Hm^^m)^ffl$^(X|BX@ 
(v)):y:J;oT, 6-fcKn^^/y^ff^#:^#3^/^t3o ^^ c6 _ tKndf . 
v^/y^ff^ft:^ 4-^nn^yy>-^#:^^^i-§^yn>^|^#:^^j-L 

o-i8o°cr, i¥m^^(±mrM(vO)^tKXox, nrnt-r^it^mm^^t 
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[0476] J*3r— i»r28: 
Wb66] 




>-JKi\ Cl-2T/l^r/^/l^^/K Cl-2T/V=idf-^/V^/VS*/t{*Cl-4T 
[0477] V^O'Xr/v^fcKfl^Sr, S?*tti/TA^/VT$>n&ftbftm ^ ( 

#^fc6-^wy^ ^mmm:. m m ^nm m *. f3 x m ) 

^^(cl*3V>T, {?!lxJ3l20-180°CT, f^ffl$*«(_h|EX©(iv))^lJ:J:oT, 

[0478] Ar29: 
Wb67] 
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^m^^> (_hfEx@ao) rttaoT, wy^-yy^ft^f*^ 

It^y*) £f£ffl£-fr& (_hfEX@(iii)) iot, 6-tK^drWydryyyfl^#: 
yifV) ^ifcfcte^^^V^C, m«120-180°CT, fKffi$«(XfaX@ 

Gv)) „ nhfitiit^m^ m m &&&&m*m mx-^h^xhv?^/^** 

y^i/s^WJ*) &&TT;v*;vlr¥1&m (m«>y-n-:^/v- (2-t°y ^/v) - 
*X) Wm.T;V^-;V^u>^mm m%.&3-\?V ^/Wajtavgfc) £MJ&£l2r5 (_L1E 

[0479] £jcrz£r30j 
Mfcl68] 
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[0480] 3-t\?v*i/^MMmmmmz.T/v3cMm\ (m^.u^it^^) sr^$*« ( 

T^KSrf^ffl** (_LfEX©(iv)) % ov ^^ft^n^V^J (mfi^^frfbl^ 
) SrftMB$*S (XtEXMv)) liiaot, 4^nn^>'y:^3Mfc£#5££as-C 

fcmt'^wj*) &m v ^tjStuu ( xi bx@(vO) , & v ^ii m ft&m m x n 

^*^*) Srf^ffl§*5 (XfBX@(vii)) iiiaot, 
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[0481] Z^Z ^r31: 
Wk69] 




[0482] v--4-^nndr/y ^f|^#:^fc{ffl ^ 

@(iii)) 0 mhtiti^m^M^x, mm?mmmx-^o-i??t2u^ii^) y&tt 

[0483] ^r— -Ar32: 
Mfc70] 
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ci 



°^^^ x "-z- KJ^o^^ x n a HO 



R — O 




-A A 

h_.a r i f <«> f 



( iii ) Z 

Y^Y^ x z±±±jtg R, "°Y] x 



HO. 

R £ 



i2o-i8o°cr, y^y— /\sm^fotifcfemmirzT~y>mmfc&i¥m£"Q:z> c_t 

/v^rumm) SrftMB<*ttir3 (_hlEX@(ii)) iot, 6-tKi^>3vy^if ^#:&r 
^r2^e-2-^nn^^^) (_h§BX@(iiO) ^Wot, S 



[0484] i^r33: 
Mb71] 




R 4 * R 4 * 




R 2 -Q N 
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[0485] 4^m*svi^mttef£fttt^tt*^v>^mmzttvx, mm^mmm 

xl£o-Wnn^.l/l£» ^Wcitmmm^Km^X^ m«120-180°CT\ ^ 

m^n^t^x^ 0 

[0486] ^r34: 
Mk72] 




[0487] ^.(d^—m^\^x, nmt^%4b&m^Tm<v2mv<Dmmz.£>9&j$~t%- 
kxox, ^rv>mmw-^^t^x^ 0 #&^x\ nbtiti^h^mmmcM^x, 
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[0488] (II) 7?>&mffiZttVX:. T/V^/VV^^Mm^n-y^/W^^)^ 
TSrf^ffl$*5 (_h|EX@(iv)) r^^J;t)3-fcKn=arVt: 0 y^^f|^#:^#^r^^-e# 

^^M^cfj^^oV^T, m«120-180°CT, {tffl£i3:3(_hfEX@(v))^ 

[0489] iV&mrl— r469 

##WT?&5ffr84&rl— r469«, XfEUU;?^ Arl— r34^t£5-£^<£ 

53SBti-«wi:^-e#«„ 543t^feo-Ctt, WO 2004/0 18430£#J$bT 

®i5ti-s^^-ctSo -tLfe^b^o5^. jfcMfclfciovvctt, SkTWk&m&t 

[0490] ft&Mlll: 4-(2-^0-J;V~7zc.;3ci/)-e>. 7-^h^i^/V> 

'H-NMRCCDCl , 400MHz) : 6 3. 90 (s, 2H) , 3. 96 (s, 3H) , 4. 05 (s, 3H) 

3 

, 6. 31 (d, J = 5. 4Hz, 1H), 7. 07-7. 37 (m, 9H) , 7. 40 (s, 1H), 7. 44 (s, 1 
H), 8. 42(d, J = 5. 1Hz, 1H) 
KM^WffiCESI-MS, m/z) :372(M+1) + 
[0491] lH^fe6j 6. 7-i?*Y^y-4-\4-^/V-2-(\i 0 ^)i/;^/V)7^;^y^;V 

'H-NMRCCDCl , 400MHz) : 5 1. 25-1. 49 (m, 6H) , 2. 30-2. 38 (m, 4H 

3 

), 2. 40 (s, 3H), 3. 39 (s, 2H) , 4. 06 (s, 6H) , 6. 30 (d, J = 5. 4Hz, 1H) , 7 
. 01 (d, J = 8. 1Hz, 1H), 7. 14 (dd, J = l. 7Hz, 8. 0Hz, 1H) , 7. 39 (d, J=l 
. 4Hz, 1H), 7. 44 (s, 1H) , 7. 61 (s, 1H) , 8. 44 (d, J=5. 4Hz, 1H) 
®*^Wft(ESI-MS, m/z) :393(M+1) + 
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[0492] jhBMlll ■ 6, 7-v^h3r^-4-( 4-^=3r->-2-r (E) -2-!7 as;Wl-xf^;H7 
1 H-NMR(CDC1 , 400MHz) : 6 3. 85 (s, 3H) , 4. 00 (s, 3H) , 4. 01 (s, 3H) 

3 

, 6. 29(d, J = 5. 4Hz, 1H), 6. 84(dd, J = 3. 2Hz, 9. 0Hz, 1H), 7. 01 (d, J 
= 8. 8Hz, 1H), 7. 06(d, J = 7. 4Hz, 1H) , 7. 11-7. 28 (m, 7H) , 7. 43 (s, 1 
H), 7. 61 (s, 1H), 8. 38 (d, J = 5. 4Hz, 1H) 
®*^Wfft(ESI-MS, m/z) :414(M+1) + 
[0493] !Y&mr9: l-f2-T(6. 7-^h^>-4-^7U/M:^->]-5-^/K7 J ^/H-l- 

'H-NMRCCDCl , 400MHz) : 6 0. 92 (t, J = 7. 3Hz, 3H) , 1. 80 (m, 2H) , 2 

3 

. 42 (s, 3H), 3. 99 (s, 3H), 4. 02 (s, 3H), 4. 75 (t, J = 6. 3Hz, 1H) , 6. 24 ( 
d, J = 5. 4Hz, 1H), 6. 95(d, J = 8. 3Hz, 1H), 7. 14 (dd, J = 2. 2Hz, 8. OHz 
, 1H), 7. 32(s, 1H), 7. 53(s, 1H), 7. 54 (d, J=l. 9Hz, 1H) , 8. 13(d, J = 

5. 4Hz, 1H) 

®*^Wffi(ESI-MS, m/z) :354(M+1) + 
[0494] 4^mrl4: N-f2-f(6. 7-S^h^>'-4-^/V/V):^^l-5-7^/K7 J ^/V]- 

'H-NMRCCDCl , 400MHz) : 8 2. 35 (s, 3H) , 4. 03 (s, 3H) , 4. 04 (s, 3H) 

3 

, 5. 77(s, 1H), 6. 51(d, J = 5. 4Hz, 1H) , 6, 76 (m, 1H) , 6. 96 (m, 1H) , 7 
. 01 (d, J = 8. 1Hz, 1H), 7. 05 (m, 2H) , 7. 23-7. 27 (m, 3H) , 7. 43 (s, 1H 
), 7. 54 (s, 1H), 8. 46 (d, J = 5. 1Hz, 1H) 
ff*5>#rfiI(ESI-MS, m/z) :387(M+1) + 
[0495] >ffrfr%>r20: 6. 7-v ? ^h=¥->-4-[(l-^/V-5-Y^Ky/V)^->]^r7 1 ;^ 

'H-NMRCCDCl , 500MHz) : 8 3. 86 (s, 3H) , 4. 06 (s, 3H) , 4.08 (s, 3H), 

3 

6. 39(d, J = 5. 5Hz, 1H), 6.50(d, J = 3.1Hz, 1H), 7. 06 (dd, J = 2.4Hz, 8. 
6Hz, 1H), 7.15(d, J = 3.1Hz, 1H) , 7.39 (d, J = 8.5Hz, 1H) , 7. 43 (s, 1H) 
, 7. 43 (d, J = 2.4Hz, 1H) , 7. 6, 7(s, 1H) , 8. 43(d, J = 5. 5Hz, 1H) 
®i3HJrfi£(FD-MS, m/z) :334(M + ) 
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[0496] 4h&mv23: 6-f(6. 7-v ? ^h^rv'-4-^r /MM^vibL 4-y ? bKP-2H~3. 1- 
1 H-NMR(CDC1 , 500MHz) : 6 4. 06 (s, 3H) , 4. 09 (s, 3H) , 5.36 (s, 2H), 

3 

6. 47 (d, J = 5. 1Hz, 1H), 7. 00 (s, 1H), 7. 04(d,J = 8. 5Hz, 1H) , 7.14(d 
, J = 8.3Hz, 1H), 7.52(s, 1H) , 7.53 (s, 1H) , 8.53 (m, 1H) , 9. 13(s, 1H) 
jCS5>#rfii(FD-MS, m/z) :352(M + ) 
[0497] ^h^#?r76: (2-[(6. 7-^h^>-4-^7U/V)^'>]-4. 5-^^/1^3^/VH 

'H-NMRCCDCl , 400MHz) : 8 2.40 (s, 3H) , 2. 43 (s, 3H) , 3. 93 (s, 3H) 

3 

, 4. 12(s, 3H), 6. 65 (d, J = 6. 6Hz, 1H) , 7. 11 (s, 1H) , 7. 13(s, 1H) , 7. 
36 (dd, J = 7. 6Hz, 7. 6Hz, 2H) , 7. 49 (s, 1H) , 7. 51 (dd, J = 7. 3Hz, 7. 3 
Hz, 1H), 7. 66(d, J = 7. 1 Hz, 2H) , 8. 06(s, 1H), 8. 42(dd, J = 6. 6Hz, 6 
. 6Hz, 1H) 

ffft5HJrfg(ESI-MS, m/z) :414(M-HC1+1) + 
[0498] 4^&mr79: **f-;V 3-f(6. 7-*J*V**/-4^/y/V)ttt'^79U-y-2-l3;V 

1 H-NMR(CDCl , 400MHz) : 8 3. 57 (s, 3H) , 4. 01 (s, 6H), 6. 28 (d, J = 

3 

5. 4Hz, 1H), 7. 46-7. 61 (m, 5H) , 7. 77 (d, J = 8. OHz, 1H) , 7. 93 (d, J = 
8. OHz, 1H), 8. 37 (d, J = 5. 4Hz, 1H) , 8. 59 (s, 1H) 
fC*^#rffl:(ESI-MS, m/z) :390(M+1) + 
[0499] ikBMllllh: 4-r(6-^/V-3-b°y> ? /k)^^]-6. 7-i?*h*ri/*SVy 

'H-NMRCCDCl , 400MHz) : 8 2. 63 (s, 3H) , 4. 06 (s, 3H) , 4. 06 (s, 3H) 

3 

, 6. 44 (d, J = 5. 4Hz, 1H), 7. 26(d, J = 8. 3Hz, 1H), 7. 42(dd, J = 2. 7Hz 
, 8. 6Hz, 1H), 7. 44 (s, 1H) , 7. 54 (s, 1H) , 8. 46 (d, J = 2. 7Hz, 1H) , 8. 5 
l(d, J = 5. 1Hz, 1H) 

ffm^#rfit(ESI-MS, m/z) :297(M+1) + 
[0500] -fh^-#)rll7: l-ff3-(6. 7-^h^-4-^/U/V)^^l-6-^/V-2-t°V> ? 
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'H-NMRCCDCl , 400MHz) : 8 2. 63 (s, 3H) , 2. 67 (s, 3H) , 4. 05 (s, 3H) 

3 

, 4. 05 (s, 3H), 6. 28 (d, J = 5. 1Hz, 1H) , 7. 40 (d, J = 8. 6Hz, 1H) , 7. 44 ( 
s, 1H), 7. 46 (d, J = 8. 3Hz, 1H) , 7. 57 (s, 1H) , 8. 47 (d, J = 5. 2Hz, 1H) 
SA:$MJffii(ESI-MS, m/z) :339(M+1) + 
[0501] iY&mrllS: A-(2-T J ^^-;V-A-^Y^y'7^./^)-Q-^V^ciy-7-^r^);V 4 

'H-NMRCCDCl , 400MHz) : 8 2. 42 (s, 3H) , 3. 29 (m, 4H) , 3. 60 (m, 4 

3 

H), 3. 82(s, 3H), 3. 95 (s, 3H) , 6. 32 (d, J = 5. 2Hz, 1H), 7. 02-7. 09 ( 
m, 2H), 7. 36 (d, J = 2. 8Hz, 1H), 7. 54 (s, 1H), 7. 87(s, 1H), 8. 43 (d, J 
= 5. 2Hz, 1H) 

M3HIH£(ESI-MS, m/z) :453(M+1) + 
[0502] ^Hfa63: J^/V 2-1" (6. 7-^^^^-4-^r /U/M jtj;VM^;V\^r/^— h 
'H-NMRCCDCl , 400MHz): 8 1. 01 (t, J = 7. 1Hz, 3H) , 3. 98 (q, J = 7. 1 

3 

Hz, 2H), 4. 07 (s, 3H), 4. 07 (s, 3H) , 7. 07 (d, J=4. 6Hz, 1H), 7. 51 (s, 
1H), 7. 53(dd, J = l. 4Hz, 7. 3Hz, 1H), 7. 64 (m, 1H), 7. 66 (m, 1H) , 8 
. 02 (m, 1H), 8. 33 (s, 1H) , 8. 69 (d, J = 4. 6Hz, 1H) 
fCm^#rfit(ESI-MS, m/z) :366(M+1) + 
[0503] IkBMUlMl 4-(2-3~ K-4. 5-v ? ^^-/V-^ J i/^r^)-6. 7— ^Mr^-^/U^ 
'H-NMRCCDCl , 400MHz) : 6 2. 25 (s, 3H) , 2. 28 (s, 3H) , 4. 05 (s, 3H) 

3 

, 4. 07 (s, 3H), 6. 32 (d, J = 5. 4Hz, 1H) , 6. 97(s, 1H) , 7. 44 (s, 1H) , 7. 
61 (s, 1H), 7. 68 (s, 1H), 8. 48 (d, J = 5. 1Hz, 1H) 
fCS5>#rfiI(ESI-MS, m/z) :436(M+1) + 
[0504] >f frA-^r 1 75 : l-T5-^<^/V^r^-2- (6. / V Is-Ar-^ /Vtt 

'H-NMRCCDCl , 400MHz) : 8 2. 41 (s, 3H) , 3. 97 (s, 6H) , 5. 06 (s, 2H) 

3 

, 6. 31(d, J = 5. 2Hz, 1H), 7. 02(d, J = 8. 8Hz, 1H) , 7. 13(dd, J = 8. 8Hz 
, J = 3. 2Hz, 1H), 7. 25-7. 41 (m, 6H) , 7. 45 (d, J = 3. 2Hz, 1H) , 7. 49 (s 
, 1H), 8. 41 (d, J = 5. 2Hz, 1H) 
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®*#*JrfB(ESI-MS, m/z) :430(M+1) + 
[0505] ik£!Ml28 ■ l-f2-(6. ^-4-4 fVH&lA -5-x.h*r*/-7^ 

=.;V\-x.# Sis 

'H-NMRCCDCl , 400MHz) : 5 1. 38 (t, J = 6. 8Hz, 3H) , 2. 41 (s, 3H) , 3. 

3 

98(s, 6H), 4. 04(q, J = 6. 8Hz, 2H) , 6. 30(d, J = 5. 2Hz, 1H), 7. 00-7. 
07 (m, 2H), 7. 34(d, J = 2. 8Hz, 1H), 7. 36 (s, 1H) , 7. 49 (s, 1H), 8. 41 ( 
d, J=5. 2Hz, 1H) 

fCm^#rfit(ESI-MS, m/z) :368(M+1) + 

[0506] iY&mrim: fi-f2-(6. 7-i?*h*ci/-^r ^)y-A-4;v^jy)-A. 5=22±sk 

'H-NMRCCDCl , 400MHz) : 5 1. 96 (s, 3H) , 2. 27 (s, 3H) , 2. 31 (s, 3H) 

3 

, 4. 05(s, 3H), 4. 06(s, 3H) , 5. 17(brs, 2H) , 6. 38(d, J = 5. 4Hz, 1H), 6 
. 91 (s, 1H), 7. 37(s, 1H), 7. 45 (s, 1H), 7. 56 (s, 1H) , 8. 44 (d, J = 5. 4 
Hz, 1H) 

®*^Wffi(ESI-MS, m/z) :388(M + Na) + 
[0507] ^K^#?r200: l-f3-(6. 7-^h^>-^/V^-4-^/V:^->)--^:7^l^-2-^ 

'H-NMRCCDCl , 400MHz) : 8 2. 60 (s, 3H) , 4. 05 (s, 3H) , 4. 06 (s, 3H) 

3 

, 6. 46 (d, J = 5. 2Hz, 1H), 7. 46 (s, 1H) , 7. 51-7. 62 (m, 4H), 7. 77 (d, J 
= 8Hz, 1H), 7. 99(d, 7. 6Hz, 1H), 8. 44(s, 1H), 8. 49(d, J = 5. 6Hz, 1 
H) 

ff*5>#rfiI(ESI-MS, m/z) :374(M+1) + 
[0508] 4Y&mx204'. 4-(2-i/?v^^/>tti/-¥Vi?l/-3-^/l'ttl/)-6. 7-i?*b 

'H-NMRCCDCl , 400MHz) : 5 1. 23-1. 81 (m, 8H) , 4. 06 (s, 3H) , 4. 06 

3 

(s, 3H), 5. 43 (m, 1H), 6. 31 (d, J = 5. 1Hz, 1H) , 6. 95 (dd, J=l. 1, 7. 6 
Hz, 1H), 7. 43 (s, 1H), 7. 49 (m, 1H) , 7. 58 (s, 1H) , 8. 10 (m, 1H) , 8. 4 
6(d, J = 5. 1Hz, 1H) 
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Sfm^#rfiI(ESI-MS, m/z) :367(M+1) + 
[0509] ^K-£^r207: 6. 7-Zy^h^-4-(6-^h^y-^°V jy^-3-^^^)-^r/V^ 
1 H-NMR(CDC1 , 400MHz) : 8 3. 89 (s, 3H) , 3. 96 (s, 3H) , 3. 97 (s, 3H) 

3 

, 6. 31 (d, J = 5. 2Hz, 1H), 6. 76(d,J = 9. 2Hz, 1H) , 7. 31-7. 39 (m, 2H) 
, 7. 47 (s, 1H), 8. 02(d, J = 2. 8Hz, 1H), 8. 41 (d, J = 5. 2Hz, 1H) 
fCft^flrfitCESI-MS, m/z) :313(M+1) + 
[0510] ^h^#?r211: 4-(6-^/V^-p-2-3— K-^y^-3-^/V^-»-6. 7-i?*h* 

'H-NMRCCDCl , 400MHz) : 8 3. 99(s, 3H) , 4. 00(s, 3H) , 6. 27(d, J = 5 

3 

. 6Hz, 1H), 6. 95 (dd, J = 8. 4Hz, 3. 6Hz, 1H) , 7. 37-7. 50 (m, 3H) , 8. 
47 (d, J = 5. 2Hz, 1H) 



[0511] ik £Mk21& 3-(6, 7-i>^i/-^/V^-4-^;v^i/)-Q-^sv-&)i>>- 

'H-NMRCCDCl , 400MHz) : 8 2. 65 (s, 3H) , 4. 05 (s, 3H) , 4. 06 (s, 3H) 

3 

, 6. 54(d, J = 5. 1Hz, 1H), 7. 41 (d, J = 8. 8Hz, 1H), 7. 44(d, J = 8. 8Hz, 
1H), 7. 46 (s, 1H), 7. 46 (s, 1H), 8. 59 (d, J = 5. 1Hz, 1H) 
Wm^#f#:(ESI-MS, m/z) :344(M + Na) + 
[0512] ^#)r223: 6. 7-i?*Y*^-4-(Q-^;V-2-Z7^~;V-\l^>'-3-4/Vtt 

1 H-NMR(CDC1 , 400MHz) : 8 2. 69 (s, 3H) , 4. 03 (s, 3H) , 4. 05 (s, 3H) 

3 

, 6. 39 (d, J = 5. 4Hz, 1H), 7. 22-7. 59 (m, 5H) , 7. 65-7. 70 (m, 2H) , 7. 
81-7. 84 (m, 2H), 8. 42 (dd, J = 2. 0, 5. 6Hz, 1H) 
ffm^#Ffg(ESI-MS, m/z) :373(M+l) + 
[0513] ^h-fr#)r256 : 4~f2- ( 1 a 5-v^/V-lH-t 0 ^/— >V-?>-4>V) 
z?^-3-^sVtti/l -6 , 7-i?*h*r /V> 

'H-NMRCCDCl , 400MHz) : 8 2. 13 (s, 3H) , 2. 71 (s, 3H) , 3. 75 (s, 3H) 

3 

, 4. 06(s, 3H), 4. 07(s, 3H) , 6. 33(d, J = 5. 4Hz, 1H) , 6. 41(s, 1H) , 7. 



:5>#rfft(ESI-MS, m/z) :875(2M + Na) 



+ 
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17 (d, J = 8. 3Hz, 1H), 7. 39 (d, J = 8. 0Hz, 1H) , 7. 44 (s, 1H) , 7. 65 (s, 1 
H), 8. 42 (d, J = 5. 1Hz, 1H) 
SCft##HE(ESI-MS, m/z) :413(M + Na) + 
[0514] jkBMllZMh 4-f2-(4, 5-^f/VfTy-^-2-4';V)-5, e-vW/v-tf 1 ;^ 

'H-NMRCCDCl , 400MHz) : 6 2. 13 (s, 3H), 2. 27 (s, 3H) , 2. 35 (s, 3H) 

3 

, 2. 64 (s, 3H), 4. 07 (s, 3H) , 4. 07 (s, 3H) , 6. 33 (d, J = 5. 1Hz, 1H), 7. 
33 (s, 1H), 7. 45 (s, 1H), 7. 71 (s, 1H), 8. 42 (d, J = 5. 4Hz, 1H) 
ffm^#rfit(ESI-MS, m/z) :444(M + Na) + 
[0515] ^#)r277: f3-(6. 7-iS*h*i/-*/V^-4-^SUtt^)-3c/V^-2-^^ 

1 H-NMR(CDC1 , 400MHz) : 6 0. 91-0. 95(m, 12H), 3. 06(m, 2H) , 4. 

3 

05 (s, 3H), 4. 06 (s, 3H) , 4. 10 (s, 2H) , 6. 48 (d, J = 5. 4Hz, 1H), 7. 46 (s 
, 1H), 7. 54 (m, 1H), 7. 61 (s, 1H), 7. 70-7. 73 (m, 2H) , 7. 73 (s, 1H) , 
8. 17(d, J = 8. 5Hz, 1H), 8. 51 (d, J = 5. 4Hz, 1H) 
fCm^#Hit(ESI-MS, m/z) :446(M+l) + 
[0516] 4^mr278: l-f3-(6. /^-A-^< )V±^c^-^ /UV-2-W/V 

'H-NMRCCDCl , 400MHz) : 6 2. 70(s, 3H) , 3. 99(s, 6H) , 6. 30(d, J = 5 

3 

. 2Hz, 1H), 7. 42 (s, 1H) , 7. 53-7. 66 (m, 2H) , 7. 76 (m, 2H) , 7. 90 (s, 
1H), 8. 16 (d, J = 9. 2Hz, 1H), 8. 41 (d, J = 5. 2Hz, 1H) 
ff*5>#rfiI(ESI-MS, m/z) :375(M+1) + 
[0517] >ffrA-&>r281: 4-(2-^P J &-^yU^-3-^/W^¥-»-6. 7-v ? ^hdr->-^r/U>' 
'H-NMRCCDCl , 400MHz) : 6 4. 05(s, 6H) , 6. 44(d, J = 5. 2Hz, 1H) , 7 

3 

. 50 (s, 1H), 7. 54-7. 65 (m, 2H) , 7. 70-7. 79 (m, 2H) , 7. 89 (s, 1H) , 8 
. 11 (d, J = 8. 4Hz, 1H), 8. 51 (d, J = 5. 2Hz, 1H) 
®Jfc$ttlrfB(ESI-MS, m/z) :411(M+1) + 
[0518] jhBMl£2S3: 6, 7--Jyth^-4-(2-7^/V-*/V^-3-4/Vtt^)-3c/V^ 
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'H-NMRCCDCl , 400MHz): 6 4. 02 (s, 3H) , 4. 05(s, 3H) , 6. 47 (d, J = 5 

3 

. 1Hz, 1H), 7. 32-7. 36 (m, 3H) , 7. 41 (s, 1H) , 7. 50 (s, 1H) , 7. 59 (m, 
1H), 7. 76 (m, 1H), 7. 80 (d, J = 8. 1Hz, 1H), 7. 95-7. 98 (m, 3H) , 8. 2 
4(d, J = 8. 6Hz, 1H), 8. 45 (d, J = 5. 1Hz, 1H) 
ff*5>#rfit(ESI-MS, m/z) :409(M+1) + 
[0519] >ffrA-®>r284: l3-f3-(6. 7-i^^h^-^-^)>-A-^;V^iy)-^^)>-2-^ 
;V\--7^~M-*9 J— ;V 

1 H-NMR(CDC1 , 400MHz) : 6 3. 86 (s, 3H) , 3. 95 (s, 3H) , 4. 56 (s, 2H) 

3 

, 6. 24 (d, J = 5. 2Hz, 1H) , 7. 16-7. 24 (m, 3H), 7. 42 (s, 1H), 7. 49 (m, 
1H), 7. 68 (m, 2H), 7. 80(d, J = 5. 2Hz, 1H) , 7. 84 (s, 1H) , 8. 01 (s, 1H 
), 8. 12 (m, 2H) 



[0520] fh ^r297: 6, 7-^h^^-4-(7-^b^-^/V^-6-^^^)^/y^ 
'H-NMRCCDCl , 400MHz) : 6 3. 93 (s, 3H) , 4. 06 (s, 3H) , 4. 07 (s, 3H) 

3 

, 6. 38 (d, J = 5. 1Hz, 1H), 7. 34(dd, J=4. 4, 8. 3Hz, 1H), 7. 45 (s, 1H) 
, 7. 56 (s, 1H), 7. 63 (s, 1H), 7. 63 (s, 1H), 8. 05 (d, J = 8. 1Hz, 1H), 8. 
48 (d, J = 5. 1Hz, 1H), 8. 88 (dd, J=l. 4, 4. 4Hz, 1H) 
ffm^#f#:(ESI-MS, m/z) :363(M+1) + 
[0521] >fh^#)r299: 6. 7-i/*Y^-A-(7-7^;V-* SV^-S^ /V^*^)-*c 

1 H-NMR(CDC1 , 400MHz): 6 4. 01 (s, 3H) , 4. 03 (s, 3H) , 6. 47 (d, J = 5 

3 

. 4Hz, 1H), 7. 23-7. 32 (m, 3H) , 7. 38 (s, 1H) , 7. 44-7. 47 (m, 2H) , 7. 
61-7. 63 (m, 3H), 8. 12(d, J = 7. 8Hz, 1H), 8. 30 (s, 1H), 8. 43 (d, J = 5 
. 1Hz, 1H), 8. 97 (dd, J=l. 7, 4. 2Hz, 1H) 
ffm^#Ffg(ESI-MS, m/z) :409(M+l) + 
[0522] ^h^#)r300: 6. 7-^^b^>-4-(7-^/U-^y^-/V^-6-^/^^y)-^c/V 

'H-NMRCCDCl , 400MHz) : 6 2. 37 (s, 3H) , 3. 96 (s, 3H) , 3. 99 (s, 3H) 

3 

, 6. 35 (d, J = 5. 2Hz, 1H) , 7. 36 (s, 1H) , 7. 39 (s, 1H) , 7. 47 (m, 2H) , 7 



:3HJr(g(ESI-MS, m/z) :437(M-1) 
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. 86(s, 1H), 8. 41(d,J = 5. 6Hz, 1H) , 8. 44(d, J = 5. 2Hz, 1H) , 9. 15(s, 
1H) 

K*^Wfit(ESI-MS, m/z) :347(M+1) + 
[0523] jfr£Mll3Ql± A-(7-^n^-4y^/^)>-Q-^;v^r^y)-Q. 7-^^h^-Zy-^r/V 



'H-NMRCCDCl , 400MHz): 6 3. 97 (s, 3H) , 3. 99(s, 3H) , 6. 44(d, J = 5 

3 

. 2Hz, 1H), 7. 40 (s, 1H), 7. 49 (m, 3H) , 8. 32 (s, 1H), 8. 50 (m, 2H) , 9 
. 17(s, 1H) 

ffm^#rfit(ESI-MS, m/z) :412(M+1) + 
[0524] ^#)r303: 6. 7-^*h*i/-4-(7-t°V^-2-^-^y* /V^-6-^^tt 

1 H-NMR(CDC1 , 400MHz) : 8 3. 93(s, 3H) , 3. 97(s, 3H) , 6. 27(d, J = 5 

3 

. 2Hz, 1H), 7. 12 (m, 1H), 7. 34 (s, 1H), 7. 41 (s, 1H), 7. 51 (m, 3H) , 7 
. 71 (d, J = 7. 6Hz, 1H), 8. 40(d, J = 5. 2Hz, 1H), 8. 49(d, J = 6. 0Hz, 1H 
), 8. 52 (s, 1H), 8. 60(d, J = 4. 4Hz, 1H), 9. 31 (s, 1H) 
fCm^#Hg(ESI-MS, m/z) :432(M + Na) + 
[0525] W,&mr305: 6-(6, 7--J*V*i/-* /V^*^)-7-^;V-3c^/Vl/ 
'H-NMRCCDCl , 400MHz) : 8 2. 51 (s, 3H) , 4. 07 (s, 3H) , 4. 10 (s, 3H) 

3 

, 6. 45 (d, J = 5. 4Hz, 1H) , 7. 57-7. 59 (m, 3H), 8. 06 (s, 1H), 8. 53 (d, J 
= 5. 4Hz, 1H), 9. 31 (s, 1H), 9. 34 (s, 1H) 
KM^WffiCESI-MS, m/z) :348(M+1) + 

[0526] lk&M22Q •• i-l 2-[6-^h^y-7-(3-^e/v^)iy-4-^/v-y p ti^^y) -*;v 

'H-NMRCCD OD, 400MHz) : 8 2. 25-2. 55 (m, 11H), 3. 22 (m, 2H) , 3. 

3 

49 (m, 2H), 3. 67 (d, J=12. 0Hz, 2H) , 3. 86 (t, J=12. 0Hz, 2H) , 4. 02- 
4. 18 (m, 5H), 4. 47 (m, 2H) , 6. 76 (d, J = 5. 2Hz, 1H), 7. 22 (s, 1H), 7. 
52 (s, 1H), 7. 84 (s, 1H), 7. 92 (s, 1H), 8. 60(d, J = 5. 2Hz, 1H) 
®*^frfC (ESI-MS, m/z) : 465 (M + 1-2HC1) + 
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[0527] >fh^#)r351 : 7-^^/I^^-6-^h^y--4-(2-^/V-=3r /V^-3-^/Vtt 
1 H-NMR(CDC1 , 400MHz) : 8 2. 66 (s, 3H) , 4. 07 (s, 3H) , 5. 35 (s, 2H) 

3 

, 6. 37 (d, J = 5. 1Hz, 1H), 7. 29-7. 37 (m, 1H), 7. 37-7. 44 (m, 2H) , 7. 
49-7. 57(m, 4H) , 7. 61 (s, 1H), 7. 72(ddd, J=l. 5, 6. 8, 8. 3Hz, 1H), 
7. 75 (d, J = 8. 1Hz, 1H), 7. 80 (s, 1H), 8. 10 (d, J = 8. 6Hz, 1H), 8. 48(d 
, J = 5. 1Hz, 1H) 

fCm^#rfit(ESI-MS, m/z) :423(M+1) + 
[0528] j Y&mr352 : 6-*h*i/-4- ( /V >k±±vj >2zZ=± 

1 H-NMR(DMSO-d , 400MHz) : 5 2. 54 (s, 3H) , 3. 93 (s, 3H) , 6. 43 (d, 

6 

J = 5. 1Hz, 1H), 7. 31 (s, 1H), 7. 52-7. 62 (m, 2H) , 7. 73 (dd, J = 7. 1, 7 
. 1Hz, 1H), 7. 92 (d, J = 8. 1Hz, 1H) , 8. 00 (d, J = 8. 3Hz, 1H) , 8. 13(s, 
1H), 8. 40 (d, J = 5. 1Hz, 1H) 
®*^Wffi(ESI-MS, m/z) :333(M+1) + 
[0529] fl2^jjr383 : 6-*h*i/-4- (2-^/V-^- /V >-3-^/U^^-» 

'H-NMRCCDCl , 400MHz) : 8 2. 66 (s, 3H) , 2. 83-2. 89 (m, 1H), 2. 94 

3 

-3. 01 (m, 1H), 3. 49-3. 57 (m, 1H), 4. 06 (s, 3H) , 4. 21 (dd, J = 5. 6, 1 
1. 2Hz, 1H), 4. 46 (dd, J = 3. 4, 11. 5Hz, 1H), 6. 38 (d, J = 5. 4Hz, 1H) , 
7. 48 (s, 1H), 7. 55(dd, J = 7. 8, 7. 8Hz, 1H) , 7. 60 (s, 1H), 7. 69-7. 80 
(m, 2H), 7. 82(s, 1H), 8. 10 (d, J = 8. 6Hz, 1H), 8. 50 (d, J = 5. 2Hz, 1H 
) 

ffm^#Ffg(ESI-MS, m/z) :389(M+l) + 
[0530] iY^mrSSA : 3-f6-^h^->-4- (2-^^/V-^r 7U >-3-^^ri^) -*/V>-7 

'H-NMRCCDCl , 400MHz) : 8 2. 65 (s, 3H) , 3. 86-3. 97 (m, 2H) , 4. 04 

3 

(s, 3H), 4. 22-4. 35 (m, 2H) , 4. 39 (dd, J = 3. 9, 9. 8Hz, 1H), 6. 41 (d, J 
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= 5. 4Hz, 1H), 7. 55(dd, J = 7. 6, 7. 6Hz, 1H) , 7. 57 (s, 1H) , 7. 60 (s, 1 
H), 7. 72 (d, J = 7. 1Hz, 1H) , 7. 76 (d, J = 8. 5Hz, 1H) , 7. 83 (s, 1H) , 8. 
11 (d, J = 8. 6Hz, 1H), 8. 50 (d, J = 5. 4Hz, 1H) 
®*^-*T'ft(ESI-MS, m/z) :407(M+1) + 
[0531] iY&mr4lQ: l6-^h^y-4-(2-^/U-^r/V>-3-^/^^riy)-^-/V>-7-^ 
AA - (2— =fr/W; ^-4-^/V-J^^/V) -T^^ 

'H-NMRCCDCl , 400MHz) : 8 2. 53 (s, 3H) , 2. 68 (s, 3H) , 2. 76 (m, 2H 

3 

), 3. 38 (m, 2H), 3. 76 (m, 4H) , 4. 04 (s, 3H) , 5. 41 (m, 1H), 6. 28 (d, J 
= 5. 4Hz, 1H), 7. 08 (s, 1H), 7. 44 (s, 1H), 7. 53 (m, 1H) , 7. 68-7. 74 ( 
m, 2H), 7. 76 (s, 1H) , 8. 09(d, J = 8. 6Hz, 1H), 8. 42 (d, J = 5. 4Hz, 1H) 
®S3ttJf{B(ESI-MS, m/z) :445(M+1) + 
[0532] 4^^415: 6-^^/l^^-7-^h^jy-4- (2-^/1^- /V^-Z-^/Vtt 

'H-NMRCCDCl , 400MHz) : 8 2. 61 (s, 3H) , 4. 06 (s, 3H) , 5. 32 (s, 2H) 

3 

, 6. 41 (d, J = 5. 1Hz, 1H), 7. 22-7. 40 (m, 3H) , 7. 44-7. 58 (m, 4H) , 7. 
61 (s, 1H), 7. 67-7. 76 (m, 3H) , 8. 09 (d, J = 8. 3Hz, 1H), 8. 51 (d, J = 5 
. 1Hz, 1H) 

ffm^#f#:(ESI-MS, m/z) :423(M+1) + 
[0533] ^#)r41 6 : 6- ( 2-^/-;WW/Wx^) -7-^^-4- ( 2-^/V- 

1 H-NMR(CDC1 , 400MHz) : 8 2. 62 (s, 3H) , 4. 06 (s, 3H) , 4. 39-4. 54 ( 

3 

m, 4H), 6. 36(d, J = 5. 2Hz, 1H), 7. 08(s, 1H) , 7. 15(s, 1H) , 7. 48 (s, 1 
H), 7. 50-7. 59 (m, 2H) , 7. 68-7. 78 (m, 3H) , 7. 79 (s, 1H), 8. 10 (d, J 
= 8. 1Hz, 1H), 8. 51 (d, J = 5. 4Hz, 1H) 
ffm^#rfit(ESI-MS, m/z) :449(M + Na) + 
[0534] MMii? 

1 A : TGF B i^£±MBMJEM idk^hB^Ml 
L Boil .Chem. , 273, 21 145-21 152(1998)^fEfc®^£:^2pCT, ^ISW^iS-fb 
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^w-mz-u, /v^~7^.7— -nmte^-<D±.m^ ^n*- ^lttgf $ *st?^>v 

SBE)4-Luc)i;LTfflV^c 0 ^<DWK— MB^, Mrfi#Vi:,ft|fflJ3& (A549) ( 
ATCC£<9 K^m) l^fALt, ^^^J^^mRT^iB^^fll^bfCo 
r<D&HJ§&^ mmik&mt, TGF /3 -l (2ng/ml) ££?^inLT4IJ#^J#^Ufco & 

^tii&mvfto mm^^^-^^^mytm (steady gio(m^) 

Luciferase assay system, ^V^M^^ttX*) Rjfg) ^<£<9$lJSL-7t 0 
IHtl^LT, n^hn— /V£LT, TGF ,3 <D^»LTM£i§*bfc^^ T 
GF j3 ^.raWHbl^^V^tLV^^ 
^-if^t££$IJ^Lfc 0 
[0535] ^thb<D$mMs$k^m-3\, Tffi(0*U-t£oTTGF j3 PAW (%) ^#mbfc c 
TGF /3 Pl#^ (%) = (A-B) / (A-C) X 100 

A, B*5«ttJ«CH:- ! tiv j etbTIBS^c!*'f5: 
A: TGF j3 lSrjfebflU d^o^l^>f^^{i^Pb^V>#^^*5{t§/^7^ 
— if (Relative Luciferase unit) 

B : TGF j8 l&Z. X?Mm4k&M<DmttWiMLfrm&lZ&ft%/V^^— 
(Relative Luciferase unit) 

C : TGF £ 1*5 i«^b^^*^»b^V ^1^£:Jotf £/ViX7^— if 
(Relative Luciferase unit) ] 
[0536] Wfctt, WaR'fb^Wilflf 3 ju M&J^IO ^ M^^tCoV ^T-^tV^tLfTofCo 
— ^TO^^^oVNTfi. TO^^MSl M^^^oVNT^a^fT 
ofc 0 

^lA^^$tl§^$5«9Tfeort 0 
[0537] ^,mmiB: TGF fi v^±Affl^fia u^h^mk) 
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mmffliAtmm^x, ^nm<o\\^m\c^>\^ch^ ^^otgf^^-^ 

[0538] ^A: 
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ft =? m it 



TGF£KS¥(%) 



1Q#M 3/fM IjUM 



r 468 




99 



r 469 




100 



[0541] mmm : ^zzdi^M^ a n rc» ^±A^mr±MMmMm2MM. 

^W.^M-Wit^T^^'h^, -^^^^fllJMW^n^ (unilateral ureteral obstruction, 
HI3ft«!l«PS-^(5, 15, *fcfS50mg/kg)Ufco lfl:^/^^^«^S:IU^ 
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[0542] 4 0 m®L j *L>fz&s -rvx&im&mMu m^mmw^mx-h^Yn^-^n 

jg^ft(D4N NaOH^Px.-C4 I ^PLrt 0 ^tv^afi'^ (lOOOrpm, 5$h ^U)Vtc 

ig^^^ (Perchloric acid) f&W (31. 5mlCD60%i©^^^S@7K"eiOOml^f^ 
^WbbO), 3o,TO\ p-v ? ^^-/VT57-<>'XT/V'xth^-R(p-v ? ^^-/VT5y-<>- 
XT7V-xth20g^^7V-fe/Vn— ^-eiOOml^M^b/tt(D) ^P^LT, m^60°C 
^^T20^Bt^£i3rfcf^ 557nM(D^^S»J^bfc 0 $J^— ^£<9, MM ft 

[0543] j&£fc*^2(^&;h,5£:fc?)^fcofc„ jfcis, ^(Dfgte, #P7E<^TOftt±^ 

am, mm&^&kitmLrX, tKn^yny^A^TLT^ z.<D4k&m& 

[0544] M2: 

!E^r>^ 392. 9 ± 10. 8 

UUO^t + jfl 549. 4 ± 15. 2 ### 

UUOM®+lb-£*384(5mg/kg) 514. 4 ± 20. 8 

UUO*0ffi+>fb^Jr384(15mg/kg) 487. 7 ± 10. 9 ** 

UUO^M+-fh^#Jr384(50mg/kg) 425. 7 ± 14. 2 *** 

[^*P\ iE^^S¥(->?fbTStudent(Dt^^:^*DV>Tp<0. 001^6^^! 
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P <o. oi, P <o. ooi-v$>z>^k&7Fir] 0 

[0545] : ^Z^MMMM^ (UUO) **A'*m\^ttMMM\'.ftm<Dmft 

[0546] 3^3: 

(mg/g protein) 

ZEfjh^J* 6. 7 ± 1. 26 

UUO&lg + |g$£ 12. 7 ± 1. 14 # 

UUO$QjS+>ffr^&r320(0. l%*gf?) 9. 44 ± 0. 53 * 

UUO^+^#)r320(0. 3%mM) 9. 19 ± 0. 38 * 

[^tf 1 , !E^^|^^^J-bTStudent(Dt^^^*5V>Tp<0. 05"e^r^^ 

[0547] jflfeflH4 : ^^DMNflTHI^^/^ffl V ^^^K^ffi^M^ 
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fcfL ^a^7K-e#^Lfcv ? ^^/^hnyT^^(DMN) £l5mg/kg^£J;5 

^cttJ^A^TiE)^ MKb^teO. 015, 0. 03. teXTfO. 06%(Ofe3J;5^ 
21 ^-^/HftBTR-WlgU >MJ:?)^^jfiLSrfTV\ JfF«Mi^©*g«-C*) 

[0548] ^^nm^-^n^tisv^ofco ^^js, #^6^ wft±^ 

[0549] 5^4: 

IE^^ 113. 8 ± 14. 9 

DMNg-^+il 326. 4 ± 47. 1 ## 

DMN^^- + ^^^)r384 167. 8 ± 25. 0 * 

(0. 015%*gfS) 

DMNg^ + 11^*384 108. 5 ± 9. 0 ** 

(o. 03%mm) 

DMN^-^- + ^-^^r384 97. 2 ± 11. 0 ** 

(0. 06%'Mm) 

l^tp, E^^^^bTStudent(Dt^^^*DV^Tp<0. 01^^^^ 

o. o5,p<o. oi-e&s^^-TL 
[0550] MMM5 : 2zk=MMMMML (uuo) ^/k£^£ffiMllifci£ffloi!l£ 
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WAiOjfilt^^Vv-efc^ ^yh—WfcW&^k (unilateral ureteral obstruction, 

6mm<DMV£sr>9?h ( e if.^— ^v^-m^ttx*) a^ *im) zmau ^ 
mmw(D^ mmzmjZo ikm^xfm^mvx^ti^ti, @«^ce-2 
( 0 ^^rm^tt^ a? nm) ^xxmrn^m.^ n &mrnx5-xjz. 0 

[055i] 7 0 raMffn-T^^^u^ ^iw^iitmu tt»*M£te©^-c&3fc 

Kndrv-^ny yi^T©^(-fot, fclJtUfco i~^*> x WH^^6N HC1 
l*3^A*U ^v^-fXUc^ t— h^P^Jil^V^, 130°C, 3B#FWf^L-C, 

T#fc 0 j5cv^ % ^c^wiitttii^i-, ^n^^raau mMmmmm(3i. 5mi<D6o% 

[0552] M*f»5a*5j;^5b^^$ttSi:*5«9-efeor5: 0 

X\<^b&$rfr^± 0 Wk^^ili, ^^^-P^Jt^bT, tKn^^n 
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[0553] 5^5a: 



uuo^e+>ft:^<fe50 

(0. 03% igftg) 
UUO«lfi+>f^^50 

(o- 1% M i 



4. 47 ± 0. 17 

8. 24 ± 0. 31 ### 
7. 33 ± 0. 67 

4. 67 ± 0. 22 *** 



[0554] ^5b: 



uuo^g+M 

UUO£Lg + ffr£H& 1 5 9 

(o. 03% m: 

UUOMg 1 59 

(o. 1% MM) 



18. 84 ± 1. 05 

27. 16 ± 2. 65 ### 
22. 47 ± 0. 82 



17. 28 



0. 87 *** 



L^tlhM^, ###f3\ lE^-7^hl^^bTStudentC0t^^^*5V>Tp<0. 001 "Cfc 
SntSr^b, ***J3\ UUO^a + ^a^^*J-b _ CStudent<Dt^SlJ:*3V>-rp<0. 0 

01-C*>«r.2:Sr^r]„ 

[0555] mmme AMmm^L^mmmmmMim^mM 

5^10%FCS^frDMEM/F12i^i&^i^£-£:, 100 » Yf^QlK^U— 

SB, DMSO-eiOmM^M^tirtM^ao^h^^^^, jfiL#5r^fc5iV ^ 
DMEM / /F12J#fi6t?fFttSlS^>2fgF^>ffl*(60iu M) fclfcS ±5 l-!ESLfc 0 £*L 

o ^:V^rr^lO%jk?t^ti > DMEM/ / F12j#ife^50/il»b, 37°C^T40B# 
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o Jt^Ji!bTfi, WO2004/018430^|E^^b^#»261, 269*5 £Xf274&m 
[0556] 40H#^m^. ^M^I^UtfL counting kit-8 (Dojindo*tfc!)JRA) «rJfiL» 

^t^^Fi2mm^xiom\^M^tcmm^. loo^n^t-c, 37°c^:£^t2o# 

[0557] ^{»6t^$tL^^^o«9-efeofc 0 

^(O^^^^30%^^45%mit«ii^|5a#Lr!:(D{^L, SOR^^ 

[0558] 3^6: 

WO2004/018430tf>fb'^261 44 
WO2004/018430tfMb^i&269 45 
^b-^^205 9 
fb-^179 -3 
fc&m81 -7 
it^^0lS2 -8 
it^-miSA 8 
it-^^OlSQ -2 
ffr£H&187 0 
WO2004/018430(£>{b-8^274 25 
4k&VlH92 3 

-15 
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0 




2 




8 


ib-&%204 


-9 


4k&%)206 


-1 




4 


it&®222 


6 


4f&M225 


8 



[0559] UmM7: BMP^^Pftg?f£ffl<PiM^ PiytfhPfSMfe) 

KX^t^(DBMP^^M^Mir^mi^m^:, TGFb^o it;BMP^ 

KhJftWMmmX&%HepG2(ATCC£V)A^»im) ^jtfc^-*f AU ^SWt^ 

7$—*—79x^&&&irzmifom&ftMu z.ti&wffimmbvxm^^fc 0 TGFb 

itfcWiiifc, TGF £ ^^/W^3SH^^fe^Smad2/3(D^@a^J^^^ 
^4{®Jtff fc^^K (p(SBE)4-Luc/hygro) ^fEMbffl V BMP;/^^^ 

Smadl/S/SO^IS^IJ^^^^ ^ 1 2 j|Slig^$^:f^^^K ( 
p(GCCG)12-Luc/neo)£:Mol Biol Cell. 2000 ll(2):555-65 jCffiiSc^^ife^CTf^ 

^<£>«^ mmk&®b, TGF /3 -1 (2ng/ml)^L< J3:BMP4(20ng/ml) £ 

tzjfmn\z-^\^m^^f^m.m^rz. a it^mti^xn, W02004/018430 

t-fB*(D^^261, 269*5j;^274^fflV>fc 0 M^/l-^^— « 

(Steady Glo , Luciferase assay system, Zfnttf 
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IH^^LT, ^hn— 7V^LT, TGF j8 O^L<l*BMP4 O^^PLTtM 
^mmVkM^t, TGF N BMP4^it^»ft^^VN-f ttt>«b^V>-ei:« 

£;ft,£><£>ill^>!&£f£^5VvT\ TGF0 &£XPBMP4Ktt1rZ>fc-frm<D$3M?£&I 

BMP4iC*|~t-5^— (f§) =BMP4^^/HJim-«ia*fiH4 (IC50 
) /TGF /3 ^^/M^l^ia^tt (IC50) 
[0560] *S*tt^7l!:^$H5i:*5?)-CS>o^io 

[0561] ^7: 

®m £ £M BMF^a±£MM£IM) 

WO2004/018430<£Mfr£^261 4. 1 

WO2004/018430(D^^i^l269 11. 9 

4k&y>)181 308 
ffr£H&182 195 

>428 

fb-^187 72 
WO2004/018430<D{k^^274 6. 7 

ik&%>)192 >176 

51 

75 

^hl^202 21. 4 

[0562] ^|S«, 5feifi-e*>S#Il2004-45383^- (2004^2^ 20 0 mil) ^S^X^^-Cfeo 
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m^mm 




R 6 < [ > 

AH:, TE^(a)©S^L: 

Wb2] 




zri, -o-, -n(-r z )-, -s-^fcfi-c(=o)-^b(rr-eR z «, 7K*JM^-*f' 

D\ d\ d\ d\ X, E, G, J, U feit^Mf*, m^1tYi^oX\^XiiX<^ C£ 

(2) /M3yyjg^ ; 

(3) >*cS&£; 
(5)^hnS; 
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(6) Cl-6T/V=ar/VS; 

(7) C2-6T/H^WS; 

(8) C2-6T/V*c^/Vm ; 

(9) C1-6T/V=3^>-^; 

(10) Cl-6T/l^r/V^}-S; 

ffflBC0(6)Cl-6T/V^/VS, (7)C2-6T/V^/VS. (8)C2-6T/V 

(I) 

(II) ^n^Vjj§W\ 

(III) Cl-4T/V^^r^, 

(iv) mmm^-. 

(v) t^p^L< ii^ifp©3-9i©^ii^S)L< nmmm^M (r^-c, 

tvTV^TtiV^), 

(VI) T^/m(^.^^.<DT^ym<Dl^.tli'i2CO7K0m^-i, Cl-4T/^/pm 

, £ib^OCl-4T/l^r/l^te, ^c^Cl-4T/V=3=3rv-S^g^tl-CV> 

(VII) -NHCONHR^fc-e, R w ^Cl-4T/^/^^i-), 

(viii) -ocoR VIII *(^^-CR VIII {i, r^ymicx'om^tix^^xhxw ci- 

(IX) -NSO R K S (r^-CR K ^, Cl-4T/Vdr/VS^^i-) 

2 

(11) -NR a R b ^; 

(12) -CO-OR c S; 

(13) -CO-NR d R e X; 
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{rrT\ ffflE (11) — (13) (Dgkrp<D^ R\ R\ R\ R d , ^tftm, fWI — ;£fcte 

(a) Tkmm. 

(b) /NP^ygf, 

(c) Cl-4T/V=3^r^S, 

(d) Cl-4T/Vdr/VS, C1-4T/V=3^^S, tb<^^n^VJ^^-^J;i9g^$ 

ten, 

(e) T$7S(^-e^(DT^y^(Dl^fc«2(D7K*i^^-», Cl-47/V^S(- 

(14) f&f Pt>L< te^Sf P<D3-9M^^*^S ; 

(15) ^fPt>L<«^fp<D3— 9M<^1t*#^; 

(16) -Sttt<Dt^Pt>b< «^F^p(D8- 1 2M^^^m^:»b< telSSfilt^S 

(17) -OCOR k ^(r^-eR k {*, Cl-4T/V3c/Vm&Mir) 

(18) -OSO R L *(ii-eR L ^ N C\-4T /V^jVWk^t) 

2 

{^T\ ttf|E^(14)^*^^ (15)^*^^, 3s£Tf(16)~m&<D$km 
imKlJllSSIil (i) (ii) ^n^V^T-, (iii) (iv)^ht2 

(v) T5/S(rr-er<Z)T57S^l*fc{i2(Z)7K^J^^{i, Cl-4T/Vdr/VS^g 
^^bTV ^Tt> <tV ^ N (vi) Cl-4T/Vdr/VS, (vii) C2-4T7H^/VS, (viii) C2-4 
T/V^r^/VS, (ix) Cl-4T/V^dr->-S, (x) Cl-4T/V^r/V^^-^, (xi) -CO-OR f 

£fcte. (xii) -CO-NR 8 R h S(^-C\ R f , R\ ^^U^R 11 }*, 1^— ttttSftot 
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m&M&]&f£L,xb£<^ a>*L z<Dfemm^$Ltz.tmmm&&te. (o go 
/^p^vM1 l , (m) */Tsm. (w)^bvm. (v) T$;m(z^z<DT$sm<Di-£fc.&2 

(DTkmJ&J-fe, Cl-4T/^dr/VS^-®^^$tvTV^-CtJ;V^), (vi) Cl-4T/V^r/VS, 
(vii) C2-477V^/V|£, (viii) C2-4T/V3r^/V|£, (ix) CWT/^^S, (x) C 
l-47;V^r;VftS, (xi) -CO-OR f S, (xii) -CO-NR 8 R h ^(^rt:\ r\ 

R\ teXTfR 11 ^ m—-£tifemteoX\^Xh£.<. 7k*jJ!B\ £fcteCl-4T/V3VV 

fcf£U r 2 ~r\ feir^R^-R 14 ^^^, -tttJ^JI^a-t" 5D\ d 2 , d 3 , d\ X, E 
fc/cu d\ d\ d 3 , *5itJ«D 4 ^^-c^*j©^-efe^#^^{i. 

I) R%J;tKR 5 (D/>^<^V^tL^-^^^ BiffE(4)v'T/S, (5)^hnS. (1 
2)-CO-OR c S. (13)-CO-NR d R e S(^CO^#R d *5J;U ? R e OV^-f^^^«g 
^fe$^^TV^-Cb«J;V^Cl-4T/^^/^^-efc5), (14)^t^£g, (15)«3(IS^( 

^L,R 14 ^ff)fE(Z)(6)Cl-6T/^/^, (14)^^^, (15)»^^,^ 

o 
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[7] R 10 #^3l§jl§^^U £>o 

[10] AfiK TfB(D^;(a-l)*fc{i^:(a-2)(DS^i-, ft ^2-90V^-f tlfr— iliCfE 
Wb3] 



,15 D 19 




GO ^^Vjj§H\ (iii) (iv)-hnS, (v) T*/M(^XZ.(DT*J&(D 

l^.fcfe2<D7k^im^-l-Z. Cl-4T/^/V*^©^^bTV^J:V^, (vi) C1-4T 
/k^/V^, (vii) C2-477^^/V^ (viii) C2-4T /V^/V^ (ix) Cl-47;Vn^f 

(x) Cl-AT;V^;V^-^rm, (xi) -CO-OR f ^, (xii) -CO- NR g R h ^( 
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[1 1] SXa-l)*fcttSXa-2)©Ul!:*3V vf, R 15 -R 18 , 3o £t>*R 19 -R 21 ^ zki?JJiC^\ ^ 
[12] R^S^^^U 



[13] R 10 ^7K^J^^-«b, 



[14] zn-o-^mu xnmmm^mu r'-r^j;^ 6 ^**^^-^ 
[15] K 10 ^7kmm^Mu d^o 

R"*5J;U?R 12 ^ N -^tb^^^bTV vs^sffjg^— Jfcl£fcoTl&5fa*;fcra:^*& 

[17] AfiK TIB©^(a-3)©S^f, fit s£ljC2-4<Dl ^tU^^fEifetD^^ : 
Wk4] 
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(a-3) 



[18] 

[19] 
[20] 



[21] 
[22] 

[23] 



r 22 -r 25 ^, m—*ittzm:ix\^xb£<. (o^mm*. co ^mm, go ^nyv 

(iii) i/T/S. (iv)^htiS, (v) T5/S(r^-e^(DT^/S^)l*7t«2(D7K* 
J®^te, Cl-4T/Vdr/VSt-®^tL"CV^T^J;V^, (vi) Cl-4T/V3r/VS, (vii) C 
(viii) 02-47^^/1^ (ix) C\-AT JV^-y^ (x) C1-4T 
/V^r/V^-^-S, (xi) -CO-OR f S, (xii) -CO-NR g R h ^(^^t:\ r\ R\ 3o 

i-)^i-] 0 

5£(a-3)<DX^R 22 -R 25 ^ tK^JM^-, ^P^Vjj§H\ C1-4T/V3V^ feit^C 



^(a-3)<Z>X^R 22 -R zo ^-C, xK*ig^«i-, lt^lI17^fB«fe(D^^ 0 



,25 



SISI&;ivcv >-ofc<fcv \ —m&<n&fat>L,< te^f^n<D9t>b< teioM^^tat^ 



r 14 ^ n #gmci-4T/v=¥/v^^i-, »^20»C|B*0>ft:^o 
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[24] D^mmu^mvx^ u 2 -r> 4 ^xiMmw^^mu 

[25] u^mmw^^m^x, d\ d 3 , ^m 4 ^^x^mw^^mu a>o 

[26] R\ r\ R 3 *5j;tm 6 ^^T, TK^M^-^i-, f»^23^|Eife<D>fb^„ 
[27] R 4 3oj;tm 5 #\ ID— *^«M*oTV>-CbJ:<, 

(2) /NPyyjg^; 

(3) *BftS; 
(6)Cl-6T/V3r/l^; 
(9)Cl-6T7V=3dr^^; 

(12) -CO-OR c K; 

(13) -CO-NR d R e S; 

(14) pt>L< \%7fm nco3— 9m<Dmmn^:^ 

(15) mvk b< JCTJ&ftJ (D 3 — 9M *St5£S ; 

(16) ~m&<DmnhL,< \tt&m<D8~ 1 2io^ii^sti< 

(17) -OCOR k ^(^-?R k ^ Cl-4T/V=ar/«^i-) 

(18) -OSO R L X(rr-eR L J3, Cl-4T/^/^Sr^i-) 

2 

(^t\ rtL^^f^tL-etL, tmmiimoxmm^thx\^xhx\^) 
[28] z^-o-^m-r. m^i—27(D\,^tifr—mzmm<D4k&&o 
[30] ^;d) ^TtB^(ioo)T^$^, it imi\z.mm.<oik&m, ^tcnwm^±w 

Wb5] 
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>104 



,105 




( 100) 



[_bfB^(100)^. 
Zfct. -O-. -NH- -S-*fc«-C(=0)-^b. 



v 12 



(3)*&£; 

(6)C1-6771"¥/H£; 

(9)Cl-6T/V=i^-;/S; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e ^; 

(14) gfrftrblX i^m^nco3—9M<D^mn^:& ; 

(15) |&f(rbu<tt^l&fp©3— 9M©«*S^;*fctt 

(16) ^^tt^ta»b< }^t&fp(D8- 1 2M<^*st5£»L< itmmm^m 

R 114 te. 

(i4' nmuh\^<fe^mfu(D5^<mm<v$:mm^; 



WO 2005/080377 



424 



PCT/JP2005/002610 



[31] 
[32] 
[33] 



[34] 



©^ii^Uttii^ii, (o Tkmm, go ^m^vjjk^\ m ^r/m. 

(w)^bvm. (v) T^;m(Z.^Z.<DT^ym<Dl^tllt2(D7kmW^fe. C1-4T/V^- 
/VS^g^£*vCl^Ob£l\K (vi) Cl-4T/V=3f-/VS, (vii) C2-4T/V^/VS, 
(viii) C2-4T/V= 3 r~/V^ (ix) Cl^T/V^i^, (x) Cl-4T/^/^^T^ (xi) 
-CO-OR f S, ^fc«, (xii) -CO-NR 8 R h S(r^t\ R f , R\ :*3j;T*R h f3:, 

R 114 ^, TfBO^(a-4)*7t»^(a-5)(DS^i-, ft ^1130-33^^^-*! 

Wb6] 



[_hfB5S^ 




15 
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[35] 
[36] 

[37] 



5£(l) ^-ffE^;(200)-e^$tt§, M*®l^fB«tf>ft^#K *fcf^(D^±|^ 



[_Lte^(200)tK 
Zf3\ -O-, -NH- -S-£fcte-C(=0)-^U 

(3)*^; 

(6)01-6X7^/^; 
(9)Cl-6T/V3df-^^ ; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

(14) ISf Pt>L< te^f&f P(D3— 9M®^*#^ ; 

(16) ^gttt<Df&f P*>L< OTf&f P<D8- 1 2i©^iimL< ra^st*^ 



Mb7] 




,214 



,225 
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R 214 «, 

g^ttrv ^xh £v \ ^Sttt<Dtaftrbb< «^tM^p<^9^b< teioM<^*3t5£ 

[38] Z^-O-^m-T. f»^37^|B««>fb^»o 

[39] R 203 ^, 7k^^-«i-, ft 5j<Il37^fi38^fB4fe(D^^ 0 

[40] R 222 -R 225 ^^T, 7K*J^^^i-, ff^JS37-39(DV^^^-JS^fS*(0^ 

[41] R 214 #n 7^/um%mir^ |»^I137-40(DV ^ft^-ll^lBlK<^bim> 
[42] R 214 tf^ ^;vm, ^fcte^/vm&mir , ff 5^II37-40(DV >T ^iEfc 

[43] R 204 *dJ;^R 205 ^#^ n *^JS^Sr^-T, ft^ll37-42<Dl^^-ll^fa* 

[44] D 1 — D 4 ^S^T^^J®^^b, 

r'*5 J:t^R 2 ^7K^J^^-^L, £>o 

l-4T/V3r/VS£r^U 

r 4 *5J;t^r 5 ^\ m—iz.fz.izmteoX\,^xk£<, 

(4)^7VS; 

(12) -CO-OR c S; 

(13) -CO-NR d R e X; 
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(a) Tkmm. 

(b) ^n^V]^ 

(c) Cl-4T/V=3^r^S, 

(d) C1-4T/V3VVS, C1-4T/V=^>S, tb<^^n^VJ^^-^J;i9g^$ 

ten, 

K £<9mM£thX\s ^xh ^} , 
(14) t&ftrbL< te^t^P<D3~ 9M<^c* St^K ; 

(i6) ^#tt(Dtafp^u< ji^fp(D8- 1 2m(Di%mm^mbv< itmmm^m 
{^x\ mm<v (14) mmm^m, (i5)mmm^m, &£T$a6) ^m^comm 
n^Mh\.<nmmn^m^ © go ^n^vu^, (m) ^r/s, Gv)~hn 
(v) T*jm(~~xz.<DT5.;m<Di-£tz.tt2(D7kmw^n. ci-AT;v^;vmz.u 

^tirO^-ObJ^h (vi) C1-4T/V3WS, (vii) C2-477^— /^S, (viii) C2-4 
T/V^f-— (ix) Cl-4T/^=idriy^, (x) C1-4T/^/^^-^, (xi) -CO-OR f 
(xii) -CO--NK e R h m(^X\ K\ R\ te£XfR h fe^ ;£fc{»&o-C 

£ k ^ittffB ( 1 5) m*it5««:. 4>&< 1 o©IM^ft5 } 
Sr^-T, ft^l^lE*^b^o 
[45] R^^-C^R 5 ^, 

^^p(D5tb<«6M^*m^»b<^m*m^:S(^-t:\ 
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[46] 
[47] 



[48] 



-auto w<DQh b< iiioi©^ismu \m.mn^M (^x\ 

(6)C1-6T/V3r/V|£; 

(i6") ^^ttcD^f pt> l< fi^ia? p co 9h b< i om, co$i mn^mh l< i^mm 

{^x\ mm<D a*' )$kmmi*M. a5"mmm#:m,&£Tf(i6")~m& 
oo^mm^mh^mmmm^mit. o ^mm. go ^p^vi^, m z^r/m, 

(iv)^hnS, (v) T5/S(--"C^(DT5yS01*/t(i2(Z)7K^J^^«, Cl-4T/Vdr 
/V^^g^$^TV>T^J;V>) N (vi) Cl-4T/V^r/VS, (vii) C2-4T /Vr^/VM, 
(viii) C2-4T/V3r^/V^ (ix) Cl-4T/V=3^r^S, (x) Cl-AT;V^;V^m, (xi) 
-CO-OR f S, ^fctt, (xii) -CO-NR g R h S(^^1:\ R f , R\ fcit;R h ii, 
teM&o-o^-obiC 7kitJIH\ ittLltci-ATsv^sv^m-t) K£<9WMt$tlX 



M^I144-46(DV ^ii^— ri^teiS^b 



urn 
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LfcfBsSOOO)*, 
Zf*. -O-, -NH- -S-£fcte-C(=0)-£JtU 

(6)Cl-6T7V=3r/vS; 
(9)Cl-6T/V=3^->^ ; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e ^; 

(16) ^Sttt<Z>f&fPt>L< }3yFt&fP<D8~ 1 2M<E>£c3*f ^£St>L< teHitst^s 

(17) -OCOR k S(-^R k «, Cl-4T/V^r/VS«-r) 

(18) -OSO R L S(''^R L J3, Cl-4T/V3r/l^£T^i-) 

2 
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, (ii) /M^^yi^, (in) ^r/m. (iv)-hn^, (v) T$;mz.z.-ez.<DT$;m<Di$. 

(vii) C2-4T/V^/vm, (viii) C2-4T/V^/V^ (ix) Cl~4T7V=i^ym 
„ (x) Cl-4T/V^r/V^-^-^, (xi) -CO-OR f *. ~£fcl^ (xii) -CO-NR g R h K 

-e, r\ r\ *3j;tm h {*. Pi— *^ttS*orv^j;<, tR^jjic^ *fc«ci-4r 

[49] -o-^L, 
R 304 tK 

(3)*gfe^; 

(9)Cl-6T/K=t^>S; 

(17) -OCOR k S(^^-eR k «, C1-4T/V^/VS^-T) 

(18) -OSO R L S(^-eR L (i, Cl-4T/Vdr/VS^i~) 

2 

2 




(a-4) 




R 21 ^N- 



(a-5) 
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[50] r 15 -r 18 , texxm 19 -* 21 ^ fcmmttm-r. m&%49K ! mm<Dik&m 0 

[52] R 305 ^, tR^H\ 7j/^J|^, *fcf*-CO-NH K^i", fjtjfcJg48~51(DV > 

2 

[53] R 311 &£TJZR 312 t)K m— *fct*MfcoTVvCt>,fcv\ Cl-4T/i^/w£3r^1-. ft 

j£lj|48-52<Z)l ^^^lI^fB«^b^o 
[54] R 311 *5J;^R 312 ^#^, ^/V^^c-r, ft ^i!53^fB«c^b^o 
[55] R 311 ^^ 7k*JgH'-£iRU d^O % 

R 312 ^, Cl-4T/V=ar/«^^i-, f»^3®48— 52<DV>-f lI^fBgc^MI^ 

[56] R 311 £^ tK^^-^L, #>o, 
[57] R 311 ^, ^pffJDK^&^U flvo, 

[58] R 304 /^ Cl-6T/V=i^r^(rrT\ ^(DS^ft*lIl^^oTg^§^TV>TtJ; 

V -e*>5, ft ^I48-57(Z)V ^^ili-fBtt^b^o 
[59] R 304 ^ 7K^-eem$^cCl-6T/V3dri/^^i-, ft^ll58^fB«(D^^ 

[60] R 304 ^, -0(CH ) ml-OH (^^ml !*2-4(7)lt^t) ff^l58 

2 

[61] R 304 ^, -OC H -OH«i~, ff 5^1158 {CfEfWfc^o 

2 5 

[62] lb£*#J181, 188, 192. 200, 202, ^i^OS^^^^^^jg^tt?), MM 
[63] ^ (I) ^TfB5£ (400) T^ttS, ft ^ill fciEfctftffrg^ ^fcnWM^-tW 

Mbio] 
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[_LfB5£(400)^ 

Zfi. -O-, -NH- -S-*fett-C(=OHSr^U 

R 403 fi, 7k^fjJ§H\ ^^VJj§h\ £fcteCl-4T/V3r/«£^tU 

(3)7kBftU; 

(6)Cl-6T/V=3r/VS; 

(9)Cl-6T/V^^r^S; 

(12) -CO-OR c S; 

(13) -CO-NR d R e X; 

(16) ^Sttt<Df&fP^L< }*^tfrfn(D8- 1 2MO^*i^L< 

(17) -OCOR k S(^^"eR k {i, Cl-4T/V^r/VS^-T) 

(18) -OSO R L S(^"CR L ^, Cl-4T/Vdr/VS^i~) 

2 

R 414 «, 

(6)Cl-6T/^/VK; 
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r©7;v^r;H!i, mM*KiK$£<>xm$:&foX\^Xh^^ 

(Dmmm^mh^<nmmm^mn, ® ^.mm, go /M^^yji^, (m) ^r/m, 

(iv)^hn^, (v) T^/&(~~X~CDT^/^<Dll£fcfe2CD7k^l)&l L fe, Cl-AT/V^ 
/vmz.WM^fcX\^Xh3^^) , (vi) Cl-4T/V^r/VS, (vii) C2-4T/V^~/VS, 
(viii) C2-4T/l^r~/l^ (ix) Cl-4T/V^^v^S, (x) Cl-AT;V^-;V^m, (xi) 
-CO-OR f S, (xii) -CO-NR g R h K(^-C\ R f , R\ ^oiOT h fi, l£fc 

^M^o-CV^-Ct) «fc< x TK^jm^-, *75:{iCl-4T7^/VX^i-) K£<QW$:t$tlX 

[64] Z/^ N -O-^U 
R 414 ^, 

[65] X 1 ^ CH^L, 

R 404 *Dit^R 405 (D-^^\ xK^-e«$^Cl-4T/^^^«L, fife^S 
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r 414 ^ 7x^M^t^ m&&63K ! mm<Dik&m 0 

[66] >ffrS-<&178-C&5, 3»^3®63H:|Bife©>fb^»o 

[67] ffr£N&l~ 27, 30, 31, 37—70, 73, 74, 81 — 179, 33^181— 225#>£>&3 

[68] ^(Il)^b^, ^i«©I#±f^$tl5MU!i»fe: 
Wbll] 



[_LfE5£(II)*, 

to, mob b< tt^ffifu©5feL< »6i©^ii^L< nmmm^&mu 

r^-ei(DST», TIBCD (2) — (16) <D&K£9W&£tlX\i ^Xt>£< : 

(2) /Nn^ylf; 

(3) tR@|«; 

(4) V7V£; 

(5) ^ht2^ ; 

(6) Cl-6T/V=3r/VS; 

( 7) C2-6T/Hr^/VS ; 

(8) C2-6T/Vdf-^/VS ; 

(9) Cl-6T/l-=i3H/3£; 

( 10) C l-6T7Vdr/V^^-^ ; 

{^-C, fff|EO(6)Cl-6T/V=3r/V^, (7)C2-6T/V^/H£, (8)C2-6T/V 
(9)C1-6T/V=^>3^ *5irJ ? (10)Cl-6T/^/V^^-^fi, 
(I) *BfcS, 




-T 



(II) 
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(II) ^n^Vj^, 

(III) Cl-4T/V=3=3rv-S, 

(IV) gNtJK^\ 

(V) Cl-4771^r/l^ C\-AT>V^-y^ ^^^ri^W^^^OWM^ 

(VI) T5/S(^-'C^(Z)T5yS^l^/t{*2(D^K^J^^^ > Cl-4T/V^r/VS 

;v^3ci/mz.mM£tix\ ^xh £v 

(11) — NR a R b 3E; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e K; 

fiffB(ll)-(13)<£)^tf\ R\ R\ R\ R\ *3J:im e kJ\ IH— 
SJ&oTWOt>«J:< % 7k mJg.T. *fcte:Cl-477V3VVS^U $bK©Cl-4T 

(a) Tkmm, 

(b) ^p^vjk^ 

(c) Cl-AT/V^iym, 

(d) Cl-4T/V=tdri/^ N t>b<f^^n^VM^^J;«9®^ 

(e) T5/S(^-er(DT5/S<^l*ri{i2(D7K^^^, Cl-AT/V^;vmK 

R d &£xfR e fe^nhtm^x\,^mmm^b-mz-?j;<>x, ^fn<D3 
-9M.<Dmmm^^^x-hx<, z.<Dt%, r^sit^s}*, ci-4T/i^r/v 

Cl-4T/^^>^ t)L<te/N^Vj^^£^^£tL-a^-Ob£C £fc^<D 
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( 1 5) g&fp^L< r&fm u(D3-9m^mmm^ 

(16) ^m&<Dm% nt>ix fi^Fiaf p(08— 1 2i©^ii^itb< t»itaiii£* 

m^mh^<i^mmm^mit, (o trsis, go ^p^i^, (m) ^r/s. Gv)=hn 

(v) T5y^(rr-er<DT^yS»l*7tf*2(D7K^M^-», Cl-4T/V^/VS^g 
|fe£;h/Cl >Tt «tV ^ „ (vi) C1-4T/V3V1^ (vii) C2-4T/Hr~/VS> (viii) C2-4 
T/V3r~/V^ (ix) Cl^T/V^^S, (x) Cl-4T/V^r/V^^-^, (xi) -CO-OR f 
(xii) -CO-NR g R h S(^-C\ R f , R\ *5j:U^R h «, ^ tfctti)iot 

IMfp*fc(WIMfR(D5^c^6M^*m^*7tf^^m^:^^b-c^J:<^^ 
^<D^li^S;£fc{«?!?i^Ste, G) Tkgl^ GO 'M^VJj§C^\ GiO f7V 

Gv)^hns, (v) T^ym(^^(DT^/m(Di^.fcU2(D7Kmm^'n, ci-at 

;V3c/V^\Z.mM£ihX\^XhZ^^) ^ (vi) Cl-4T/l^r/H£, (vii) C2-47VV^~/H£ 
, (viii) C2-4rT/V3c~;vm, (ix) Cl-4T/V=3^r^, (x) C1-AT;V^;V^^ (xi) 
-CO-OR f S, (xii) -CO-NR g R h S(rr-C\ R f , R\ *DiU?R h «, £ 

Zf3\ -O-, -N(-R z )-, -S-*fc{i-C(=0)-^L(m?R z ^, 2kKf M^fc 
«#®i^OCl-4T/Vdr/VS^^i-) , 

r\ r\ *5J:t^R 7 — r 9 «, ^— £fcttSfcoTVvct>J:<. 
(l)*#^; 
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(3) *lftS; 

(4) WS; 

(5) ~hn^; 

(6) C1-6T/V=3r/V^; 

(7) C2-6T/V<7-^/VS ; 

(8) C2-6T /V^/Vm ; 

(9) C1-6T/V3=3f-^S; 

(10) Cl-6T/l^r/V^}-S ; 

MIEO(6)Cl-6T/V^r/V^, (7)C2-6T/Hr~/vS, (8)C2-6T/V 
dr^/VS, (9)Cl-6T/V3=¥v'S, *3«J;t^(10)Cl-6T/V=ar/V^Sfi, 

0) Tkmm, 

(II) ^Ntl^VIg^-, 

(in) ci-4T/v=i^ym, 
(IV) M§jnc^\ 

(v) ci-4T/v^/vs, ci-4T/v=i3c^m, h\^<i^^>w,^x , om^ 

(vi) T^yS(^'-e-oT$y^<z)i*fc»2(D^K#j^^-«, ci-4T/v^-/vS 

/kri^^^^g^tt-CV MTt) iV ^) 

(11) — NR a R b 3E; 

(12) -CO-OR c S; 

(13) -CO-NR d R e S; 

{rrr\ mrfE(ii)-(i3)(DS^^, r\ r\ r\ R d , *5J;mm, 

(a) TK^X, 
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(b) ^n^>Jj§H\ 

(c) ci-47;V3^i/S, 

(d) Cl-4771^f-/V^ C t>L<J2^n^VIlH4£j;t9®&£ 

felt, 

(e) T5/S(^^-er(DT5/S01*rt{i2(D^K^M^^, Cl-4TA'4r;vmz. 

mmn^mi^ l^co^um^^hK^xx^xhx^^ 
(14) m%nh\^< \-±^m^(D3— 9m<D^mn^:& ■, 

(i6) ^mvk<Dmftihv< ji^fp^8- 1 2m(Di%mm^mbv< itmmm^m 
{^x\ mm<v (14) mmm^m, (i5)mmm^m, &£T$a6) ^m^comm 
s^Kftiii^iii, (o Tkmm, go ^vf^m^, m ^r/m, a v )^hn 
(v) T*jm(~~xz.<DT5.;m<Di-£fz.tt2(D7kmw^n. ci-AT;v^;vmz.u 

^tirO^-ObJ^h (vi) C1-4T/V3WS, (vii) C2-477^— /^S, (viii) C2-4 
T/V^f-— (ix) Cl-477V:=i^v^ (x) 01-477^/1^^^ (xi) -CO-OR f 
(xii) -CO--NK e R h m(^X\ K\ R\ te£XfR h fe, ;£fc{»&o-C 

wcfciC Tkmj^^, ^c^ci-4T/vdr/«^i-) ^J;<9®m£ii/Cv^-okJ;v^} 

q'*5 j^q 2 ^?^ (id tp<D5M.m&frte%&m&mu 
tctdu xtfmmm^-x&zm^a^ R 2 «#^i\ a>o % 

^xfo%h<DtewtE-&~r, zbK, ^ti^^%Q 1 &£TiQ 2 timKmmmi L x& 
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[69] TIES: (a) f*^il68^fE*(D^^ 

Wbl2] 



R 13 

R 1 V .R 12 




G. 

R 10 ( a ) 



(2) ^n^VJK^; 

(3) *BfeS; 

(4) WS; 

(5) =hn^; 

(6) Cl-6T/V^r/VS; 

(7) C2-6T/Hr—/H ; 

(8) C2-QT JV3c~;vM ; 

(9) Cl-677^drv^ ; 

( 10) c i-QT;v^;v^-^r^ ; 

{^-C, fff|EO(6)Cl-6T/V=3r/V^, (7)02-67^-^1, (8)C2-6T/V 
dr— /H, (9)C1-6T/V=3df-^^ *5j;t) ? (10)Cl-6T7V=ar/V^^-l«, 

a) *mm, 

(II) />n^VIi 1 , 

(III) Cl-4T/V=fdr^S, 

(iv) mmm^-. 



WO 2005/080377 



440 



PCT/JP2005/002610 



(VI) T^JM(^XZ.CDT^ym<Dl~§if£.fe2(D7k^W^fes Cl-AT/V^jvm 

(11) -NR a R b S; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e S; 

{^X\ BiifE(ll)-(l3)(D^^(D, R\ r\ R\ R d , SSXTfR*^ ^J— 
^fcoTVvOkiC 7kmM^, *fcttCl-4T/l'^/l'lpSr^U £*b^<DCl-4T 

(a) 7K^*, 

(b) ^nyV]jjC^\ 
(c) 

(d) C1-4T/V3WS, C1-4T/V=^>S, tb< JS^n^Vjgr^-j^g^: 

ic£<ommt$tix\< ^Xh £C 

-m(DMmm^m&ftmvxh£<, ^t^, z.<Dmmm^mt. ci-at/v^/v 

(14) m P^b< fe^tm n<D3-m(Dmmm^:m 

(15) i&f p^l< r&Fm a<D3-9M.(DmmM^ 

(16) -gttt<Di»bL< «^f^p(D8- 1 2i©^ii^itL< nmmn^M ; 
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m^mb^femmm^mi^ © &mm. go ^n^», (no vtvs, Gv)~hn 

(v) T^yK(ii-er<DT^y^(7)l^tt2cD7K*J^^-{*, C\-4T^;vmcW. 
Wt£tlX\ ^T^iV ^ , (vi) Cl-4T/V3r/V-3£, (vii) C2-4T/V^/V^ (viii) C2-4 
TA^r^/V^ (ix) C1-4T/V=^>^ (x) Cl-4T/V^r/V^^-^, (xi) -CO-OR f 

*fc{*. (xii) -CO-NR g R h S(r^l:\ R f , R\ :feJ;^R h te. |^|— *fcfi^4ot 
wrt>J;<, *i§JJ§HK £fcJ3C 1-4 T/Vdr/VS^-T) fcJ#1Bij|&h,TV^J;V^ 

R 10 ^ 11 , R 11 ^ 12 , R 12 £R 13 , *5itJ?R 13 ^R 14 ^«^^-€n, ^rtbe>dS^LTV> 

^n^Vjj|H\ GiO ^tvk, Gv)^hn^ N ( v ) T*;m^xz.<DT*ym<Di-§ifcfe2 

(D7kmW^fe. Cl-4T/^/vm^m^tlX^^XhX^^) Avi) Cl-4T^;vm, 
(vii) C2-4T/V^=.;V^ (viii) C2-4T/V^r^/VS, (ix) C1-4T/V=^>S. (x) C 
l-4T/V^/V^-^-S, (xi) -CO-OR f S, ~£.fcU, (xii) -CO-NR g R h S (^^"C\ R f , 
R\ *5j;l^R h ^, m—-£fctem?J:^X\s^Xh£<, ^mw.^, Wz.n.O\-4T;v^;v 

[70] Q^mnW^&mU ^oQ 2 ^gJg^^Ht, =f ^3568^^69 ^fB«(D^ 
[71] Q^^JJfCT^U ^oQ^^fJg^^f^ i*#^68*fctt69fcfB*0>fb 

[72] 5£ (a) <DS^*3V v£\ E, G N J, *3«J;t*M<£>5*><£>l ^*U&^otfS£3fc jgC^Sr^ 
U ffi(7>b<D^Vvf *Lfc£t3ftDiC^&^#\ !iWcIjC69-710Vvf tl^-^fBlfficD 

[73] L^jjfj^^U E, J*Dit>^M^^^-^-f-^ ff ^Il72^fBft(D{b 
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[74] 



10 



[75] 
[76] 



[77] 



Wbi3] 




(a-1 ) 




(a-2) 



R 15 -R 18 , *5J;^R 19 -R 21 », IH-^fc:«M^oTV>-ctJ;<, (0)**jj!C^\ (i) * 
GO /M^y^Sf, (iii) ^TVS, (iv)~hn^ (v) 7^yS("t^©7$yS© 

/Vdr/V^ (vii) C2-4T;Vr=.;vm. (viii) C2-4T/V3r— (ix) Cl-4T/1^3r 
(x) Cl-4T/l^r/^;«, (xi) -CO-OR f ^ ^fcte, (xii) -CO-NR g R h S( 
i^T5\ R f , R\ *DiI^R h «, *fcf*M^o-CV^J;<, tK^^-, ^fcf^Cl- 
4T/Vdf-/V^^r^i-) ^SrTL 
^(a-l);£fc{«(a-2)<DS^:&l^ R 15 -R X \ ^oXXlR 19 -R 21 ^K *3(tjJiH\ ^ 
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[78] R^Tkmm^&mu 

o 

[79] R 10 ^mm^mu 

o 

ff^Jg 76 fcfBSWfrS^o 
[80] R 10 ^7K*Jm^-«b, £>o 

[82] TfS(D^(a-3)(D^|Ri-, ff^Il76-79(DV>T^^-II^?E*(7)^^ 

Wbl4] 




R 22 -R 25 «, *fcttM*oTV>-ObJ;<, (O)^^M^-, (i) Tkmm, (ii) 
ji§H\ (iii) ^TVS, (iv)~hn^ (v) T5yS(^^^T$/S^l*/t«20^* 
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m^t±. C1^7/^/>&\ZW£&tlX\^Xh£}t^) . (vi) Cl-A7/V3rivm, (vii) C 
2-47/V^;H, (viii) C2-4771^r— /VS. (ix) Cl-47/W3^v'I, ( x ) C1-4T 
/V^/^^, (xi) -CO-OR f S, ^fcte, (xii) -CO-NR 6 R h S(^^:\ R f , R\ 3o 

-f)^ifti-]o 

[83] S(a-3)©S^R 22 ^R 25 /5\ TkifjliC^ AP^VJgf, C1-4T/V=¥/VS. *5«tU*C 

[84] 5£(a-3)tf>^R 22 -R 25 ^-C, ^m^^MIr, ft^IS82^fBtt(D^^o 
[85] R 14 ^, 

wMisfixx ^xhxx \ ^m&<7>mftihL< i^m^i(D9^v< mom^i^mm^: 
[86] r 14 ^, #mMci-47/v*/vm%mir, mMm85{z.mm^t^-m 0 

[87] R 14 ^, ©JfeSftTl \ ^f&f P©6l(Z)^iSmU 

[88] X^#D§i^-«U R'^i^^^k^TK^^-^i- , ff^3g68-87(DV ^ 

[89] Q^^jtJjfC^iftLT, Q 2 ^*JJ§C^iftU £>o N R 9 ^*^ Jj^^i^ ff*5^ 
JR68-88 ^fBife(Z)^^ 0 

[90] Q^mmm^mvx^ Q 2 ^mmw,^mu a>o, R 7 ^mw,^mir^ mM 
JS68— 88<z)v ^Tti^—m^mM^t^o 

[91] R^J^R 2 ^*^^^ ft^IS68-90(Z)V^^^IS^fB«^b^ 

o 

[92] R 7 — R 9 ^N m— *7t«M^oTV>T^J:<, 
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[93] 
[94] 
[95] 



(2)/Nnyyjg^; 

(6)C1-6T/V=¥/V^; 
(9)C1-6T/V=3^>-^; 

(14) t&ftlfclX tt^l&fP03— 9M©^*S^ ; 

(15) t^fptu fe7FmucD3—9mcommm^m *fc« 

Z^-O-^-T , ff^Il68-92(DV ^^^II^fEgc^b^o 

5£(I) ^TfB^(500)-e^$tL§, ff^il68^fE^(D^^, ^/m^^ii 



[_hfB^;(500)^, 
X 1 ^, CH, ^fcfiN^L. 
zn, -o-, -NH- -S-^fc^-C(=0)-^b, 

(2)/nci^V^; 



Mki5] 




WO 2005/080377 



446 



PCT/JP2005/002610 



(3)*lftS; 

(6)Cl-6T/V=3r/VS; 

(9)Cl-6T/V=3drv-^ ; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e S; 

(14) sml< tt.^mQ<D3~9^<D&kmm&& ; 

(15) *&5ftrt> L< te^f&f R (D 3 - 9M <£>1i i§St5£S ; » 

(16) ^Sttt<Df&f b< OTf&f Ptf>8- 1 2M<^*St5«tb< 

(m-e. rttb^te^fr^tu «^68^o-cem$ttTv^TtJ:v^) 
( 14 " ) muhV< Yi^ma(DSh b< te6M<^*Si^ ; 

(is") ta»u< {i^Fta^p^5^b< mm^mmm^m ; *fcte 

{ ~-x\ ffrfBcD ( 14 " ) mmm^m. ( 1 5 " ) igtft st^g, *s ± x? ( 1 6 " ) 
o^#m^t>b<{»#^^:S^, (0 TkWtm, GO ^d^i^, (m) i/r/S, 

(iv)^ht2^ N (v) T^7^(rr-ei(DT^y^(Dl^fcf*2<»7K^i^^-^, C1-4T/1^ 
/l^fcg|fe$;h/CVV'Ofc«J:V , 0, (vi) C1-4T/V3VV3S, (vii) C2-4T/V^/1^ 
(viii) C2-4T/V^r^/V*. (ix) Cl-4T/V=^v^ (x) Cl-4T/^/V^^-^, (xi) 
-CO-OR f S> *fcf3\ (xii) -CO-NR g R h S(^^-C\ R\ R\ ^XXfR^t, mSitc 

[96] Q 3 ^mmm^mu ^Q 4 ^mm^mi~, mi&%95iz.wm<Dfc&m 0 
[97] oftfiMmw^&mu ^Q^mmm^m-r. tt&&95\z%sm<Di\&m 0 
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[98] 
[99] 

[100] 



[101] 
[102] 



R 514 ^ TIB©^(a-4)*fctt^(a-5)O^Sr^i- % ft^Il95— 99(DVvf ^ 
Wbl6] 



Q 4 ^*Jj§C^-«U 
Cl-4T/V^r/VS, 

(v') T^y^, (vi') C1-2T/V3VV^ *fc^(ix') C1-2T /V^i/W^i}OWMk^fl 
R 509 ^7K^^-^i-, fit5£*K95, *5j;t^98— 101(DV^-f tb^^— JS^fSft(D^ 
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[103] r 508 /^ T^mm^ftti.^^m^m-r. »^«io2^iE4fe<©^^„ 
[io4] Q 3 tfi%mw^&mu 

[105] R 507 *5j;t^R 508 ^#^, 7kmmTX»&Z>i)\ 

[106] 5*1(1) ^TIEzS(600)~«£*l^ f*^Il69^fB«(D^^#), l£fcte^<D|£^_h 
Mfcl7] 




[_LfBi£(600)^ 
X 1 ^ CH, *fcf*NSr^U 

Z{2 % -0- N -NH- -S-^^-C(=0)-^L, 
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(6)Cl-6T/V=ar/VS; 
(9)C1-6T/W3^VS; 

(12) -CO-OR c ^; 

(13) -CO-NR d R e K; 

(14) t&fqfcix H?FmQ<03~9M.<D&&tE&& ; 

(15) t^fPtU fWt&ft]<D3~ 9M.<d%&S&&M ; *fc« 

(16) ^Sttttf>f&fPt>L< Y£7Fmu<D8~ 1 2M(Z)^^^^St b< te^H^S 

R 622 ~R 625 J3\ ^-^fc«M^oTV^J;<. ^ilT-, -/M^VDiH\ C1-4T 

R 614 fi, 
#Bt&C 1-4T/V^r/V^, 

gm^tvrv N-cb «tv \ ^^tt(Dta»L< JW£^£>9t>b< fiioM^)^*^^ 

[107] Z^, -0-«i-, ft^lI106^fE«0^^ 0 

[108] r 622 -r 625 ^^t, ^mm^m-r, «*«io6*fc«io7^iB«^b^o 

[109] R 614 #\ 7x^;H^t, ff^<lll06— 108(DV^-f tL^)^ll^fS*(D{^^) 0 
[110] R 614 ^ ^/vm, ~£fcfe^/vm&mir^ Sf^^i06— 108OV>TtbJ6^3gn: 

[111] Q^fitmi^^U 
Q 4 /^*jj§C^«U 

ci-47;^;vS, 
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(v') T^JM, (vi*) Cl-2T/l^r/l^, Cl-2T/V=J^S/S^«t«9«lfe$tt 

r 609 ^^k^j® ^-^-r, m^m 106— 1 io<di ^-r^^^ ^ie«<d^^ 0 
[113] Q a n>mmm*&mu 

[114] R 607 *Di^R 608 ^^t^ N 7kmm+-c&z>ib\ 

[115] lb-^28, 29, 32—35, 71, 72, 75—78, *5«ttJ«18035^*5PJ:«93l^tbS 

, ff^«68^fS«(D|b^o 
[116] f»^l-115<DV>i*nd^«^iEifeO>fk^*^f»n^><^^6<J^ri : ^$tb 

[117] tgf j3 mmtmm±^tci^m±m^h^m&(Dmm^i^m^^^t 
[us] tgf js ia*^tfe9f_h*fc»^B5-b^r«i'c*>5^s^ % fl»^7t^ia^^M^ 

[119] TGF 0 PM^^_h^f c ^^g5_b^-t?$ ) S^S^ x 'Stt^m, jgLtt^JS 

&m& Tmm-e&z , mMm 1 7 kie*^ gum^^ 

[120] tgf j3 pa.w^^_h^fc«^p^_h#^i-efe§^m^, tt^i 
i7^tE«(Dis^*a^ 0 
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[121] fflm<Dfcftmmtem^z^b&-e%z>. mMmii6{z.mm<^mmm-mm 0 

[122] mMm-ii5(D\^n^-mKmm<7)^m^f'^nh<Dm^m^^ti 

[123] tgf js mm^mm±^fc.i^m±^^h^mmcomm^mir^mm^ mm 

±i> L< iifK±©tiioi*Si- 1 1 5<dv ^tL^^-il^fB«o^^*rt^ 

[124] TGF £ PlW^^±^f^^B5_h^rS6-efc5^S^, m&tiitteffiWi<DMmt 
[125] TGF 0 PM^^_b^f c ^^|^_h^^fe5^m^ N 'SttW^m, ^tt^m 

[126] tgf /3 Pi«^^_h^^ c ^^|^_h^-gt,-efe§^^^^ MttM^-efe^. ffiMfc^l 

[127] ti^McJol^T, @6%t5»l^ «it"l'M^«^^ft<Z)ff 5^111-115 

[128] @ mtir^mm^mwm^^, m^i27\z.mm<Dijm 0 

[129] #:«7^«#:rt^#^i-§»^^fL-C, ff ^i!l-115<DV^ *K{-fE*c 

<D^^(o^*«ffli-§r^^Ay-e/^, «^{^i-TGFjs (Dftm&m 

[130] tgf # mm^m±^tc^m±mmxh^m(Dmm^fc^mKm\^th 

[131] TGF £ Pl^^^_h^f c ^^g75_h^^§^S^^ fli^^c^m^^b 
[132] TGF j3 Pl*^^_h^fc«^E75_h#gtl-efe§^m^, 'g^W^S, ^tW^ 
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[133] tgf # mm&mm±ttte^V5±^m^hz>m&t)K mmmM-chz. m^m 
[134] tgfjs mwm&m&ir%tctb<D, m^jsi-ii5(Z)v^^^— mKmm^t^- 
[135] mm<DW9ymmjmm*mm.-rtt*b<D, sn^ii- i is<di ^-rti^-m^m 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/002610 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI 7 C07D401/14, 409/14, 405/14, 417/14, 471/04, 495/04, 519/00, 
215/22, 239/88, 401/12, 405/12, 413/12, A61K31/4375, 31/444, 
A61P1/04, 1/16 

According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 C07D401/14, 409/14, 405/14, 417/14, 471/04, 495/04, 519/00, 
215/22, 239/88, 401/12, 405/12, 413/12, A61K31/4375, 31/444, 
A61P1/04, 1/16 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS (SIN) , REGISTRY (STTtf) , MEDLINE (STN) , CHEMCAST ( STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



(zenaca Ltd. ) , 



JP 2001-500890 A 
23 January, 2001 (23.01.01), 
Claims; examples 
Sc WO 98/13350 Al 
& NO 9901423 A 
Sc EP 929526 Al 
& MX 9902796 Al 



8c AU 9743137 A 

& NZ 334125 A 

Sc CN 1237963 A 

Sc KR 2000/048575 A 



X 



WO 2003/033472 Al (Kirin Brewery Co., Ltd.), 
24 April, 2003 (24.04.03), 
Claims; examples 

Sc EP 1447405 Al & AU 2002/343997 Al 

& JP 2003-536212 A & US 2005/049264 Al 



1-9, 15-16, 
23-29,44-47, 
116-122 , 
130-135 



1,7-9,23, 
26-29,44-47, 
116-122 , 
130-135 



I x I Further documents are hsted in the continuation of Box C. 



I I See patent family annex. 



"A" 



"E" 



"O" 



Special categories of cited documents: 

document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international 
filing date 

document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 
document published prior to the international filing date but later than the 
priority date claimed 



"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

"Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"&" document member of the same patent family 



Date of the actual completion of the international search 
17 March, 2005 (17.03.05) 


Date of mailing of the international search report 
05 April, 2005 (05.04.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/002610 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


P,X 


WO 2004/018430 Al (Kirin Brewery Co., Ltd.), 

04 March, 2004 (04.03.04), 

Claims; examples 

& AU 2003/257666 Al 


1,7-29, 
44-67, 
116-122 , 
130-135 


P,X 


WO 2004/063365 Al (Kirin Brewery Co., Ltd.), 
29 July, 2004 (29.07.04), 
Claims; examples 
(Family: none) 


1,7-29, 
44-67, 
116-122, 
130-135 


X 


YAGI M. et al . , "Selective Inhibition of 
Platplpl" -Dprivpd drouth Farfnr (PD^F) Rpppntrir 
Autophosphorylation and PDGF-Mediated Cellular 
Events by a Quinoline Derivative", 1997, 
Vol.234, pages 285 to 292 


1,7-9,23, 
26-29 44-47 


X 


JP 01-246263 A (Eli Lilly and Co.), 
02 October, 1989 (02.10.89), 

V^-LCL-LLLLO , " ^r>- OL I L V^J J_ iO 

& EP 326330 Al & AU 8928728 A 
Sc BR 8900356 A & FI 8900423 A 
& ZA 8900626 A & CN 1034925 A 


1,7-9,23, 
26-29,44-47 


X 


JP 2002-536414 A (Astra Zeneca AB . ) , 
29 October, 2002 (29.10.02), 
Claims; examples 

& WO 2000/47212 Al & ATT 2000/2447S A 

& NO 2001/03882 A & EP 1154774 Al 

& BR 2000/08128 A & KR 2001/102044 A 


1,7-9,27-28, 
44-47, 
116-122 , 
13 0 - 13 S 


X 


JP 2000-515114 A (Zenaca Ltd.), 
14 November, 2000 (14.11.00), 
Claims; examples 

& WO 97/22S96 Al & ATT 9711061 A 
& EP 873319 Al Sc BR 9612043 A 
& CN 1205694 A & US 5962458 A 
Sc KR 2000/064455 A 


1,7-9,27-28, 
44-47, 
116-122 , 
13 0 - 135 


X 


WO 95/15758 Al (ROHNE POULENC ROBER 

PHARMACEUTICAL INC.), 

15 June, 1995 (15.06.95), 

Claims; examples 

Sc AU 9513050 A Sc US 5480883 A 
Sc EP 871448 Al 


1,7-9, 27-28 , 
44-47, 
116-122 , 
130-135 


X 


WO 95/24190 A2 (SUGEN, INC.), 
14 September, 1995 (14.09.95), 
Claims; examples 
Sc AU 9520968 A 


1,7-9,27-28, 
44 -47 , 
116-122 , 
130-135 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 


International application No. 

PCT/JP2005/002610 


C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 
X 


WO 2001/02409 Al (VERNALIS RESEARCH LTD.), 
11 January, 2001 (11.01.01), 
Claims; examples 

& AU 2000/55578 A 8c EP 1192164 Al 

6 JP 2003-503504 A 

JP 04-217685 A (BASF AG.), 

07 August, 1992 (07.08.92), 
Claims; examples 

& EP 447891 Al & DE 4008726 A 
& CA 2038521 A 


68-70, 72-75, 
89, 91-93, 
116-122 , 
130-135 

68-70, 72-75, 
89, 91-93, 
116-122 , 
130-135 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2005/002610 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

L []<] Claims Nos.: 12 3-129 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 12 3 to 12 9 pertain to methods for treatment of the human body by surgery 
or therapy and diagnostic methods. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. □ 

Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



3- □ 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



□ The additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



mmtam^ pct/j p 2 0 0 5/0 0 2 6 1 0 



A. 5SM©lf5^|?©^i (SHE#ffF£-£l (IPC) ) 
Int. C 1 7 C07D4 0 1/1 4, 4 0 9/1 4, 4 0 5/1 4, 4 1 7/1 4, 4 7 1/0 4, 
4 9 5/0 4, 5 1 9/0 0, 2 1 5/2 2, 2 3 9/8 8, 4 0 1/1 2, 4 0 5/1 2, 4 1 3/1 2, 
A61K3 1/4 3 7 5, 3 1/4 4 4, A61P1/04, 1/16 



B. wagfrfrofca-BP 

Int. CI 7 C07D4 0 1/1 4, 4 0 9/1 4, 4 0 5/1 4, 4 1 7/1 4, 4 7 1/04, 

4 9 5/0 4, 5 1 9/0 0, 2 1 5/2 2, 2 3 9/8 8, 4 0 1/1 2, 4 0 5/1 2, 4 1 3/1 2, 

A61K3 1/4 3 7 5, 3 1/44 4, A61P1/04, 1/16 



CAPLUS (ST N) , REGISTRY (STN) , MEDLINE (STN) s CHEMCAST (STN) 



C. 



jj j- =r y — * 



X 



JP 2001-500890 A, (if U?fyK) , 2001.01.23, 

& WO 98/13350 Al & AU 9743137 A & NO 9901423 A & NZ 334125 A 
& EP 929526 Al & CN 1237963 A & MX 9902796 Al 
& KR 2000/048575 A 

WO 2003/033472 Al, 0Ki&Hg4*3&4i:) . 2003.04.24, 

& EP 1447405 Al & AU 2002/343997 Al & JP 2003-536212 A 
& US 2005/049264 Al 



1-9, 15-16, 
23-29, 44-47, 
116-122, 130- 
135 



1, 7-9, 23, 
26-29, 44-47, 
116-122, 130- 
135 



[xj cmnm&teisxmimmztix^z. 



□ '<T^h7T$.v>-iz.M-rz>&m$:&m. 



TAJ 1*fcMig©S>S3CttT?ttJfc<, — ««JSW**PS:*i- 
TEj HKWUBflfJComjp^fcti^lTr-fcS^, H^tHiSSB 

xm (mm&tt-r) 
roj piBfcj:«wij% s mm, m^mz.wRi-zxm 



r&j m— h7r ? y— Xfflt 



17. 03. 2005 


EBRW2E»&©362S0 05 4 2005 


n^mmttf ( 1 s a/j p) 

m&&W 100-8915 


dsh mm 

03-3581-1101 P 


4 P 


9 16 7 


IB 3 4 9 0 



iSPCT/ISA/2 10 «2^) (2 004^1^) 



HHgmSB#-§- PCT/JP 2 0 0 5/0 0 2 6 1 0 









#-r=f y — * 






PX 


WO 2004/018430 Al, (MM$tf®&$&ft) , 2004. 03. 04. 
& AU 2003/257666 Al 


1, 7-29, 
44-67, 116- 
122, 130-135 


PX 


WO 2004/063365 Al, 0Bt*|^igt*5£^*h) , 2004. 07. 29, 


1, 7-29, 
44-67, 116- 
122, 130-135 


X 


Yagi M. et al, "Selective Inhibition of Platelet-Derived 
Growth Factor (PDGF) Receptor Autophosphorylation and PDGF- 
Mediated Cellular Events by a Quinoline Derivative, * 1997, 
Vol. 234, p. 285-292 


1, 7-9, 23, 
26-29, 44-47 


X 


JP 01-246263 A, (-f — • V V ' T> K • ) , 
1989.10.02, #frli*<£>teffl, ^IJfefll 

& EP 326330 Al & AU 8928728 A & BR 8900356 A & FI 8900423 A 
& ZA 8900626 A & CN 1034925 A 


1, 7-9, 23, 
26-29, 44-47 


X 


JP 2002-536414 A, (7^h7^* T^^^^V) , 
2002. 10. 29, #fr1i*tf>f&B, HJfeM 

& W0 2000/47212 Al & AU 2000/24475 A & NO 2001/03882 A 
& EP 1154774 Al & BR 2000/08128 A & KR 2001/102044 A 


1, 7-9, 27-28, 
44-47, 116- 
122, 130-135 


X 


JP 2000-515114 A, (if V 5 T y K) , 2000.11.14, 

& W0 97/22596 Al & AU 9711061 A & EP 873319 Al 
& BR 9612043 A & CN 1205694 A & US 5962458 A 
& KR 2000/064455 A 


1, 7-9, 27-28, 
44-47, 116- 
122, 130-135 


X 


WO 95/15758 Al, (R0HNE P0ULENC R0BER PHARMACEUTICAL INC. ) 

, 1995. 06. 15, WfFff 3£<£>fEffl, MMWi 

& AU 9513050 A & US 5480883 A & EP 871448 Al 


1, 7-9, 27-28, 
44-47, 116- 
122, 130-135 


X 


WO 95/24190 A2, (SUGEN, INC. ) , 1995. 09. 14, 
& AU 9520968 A 


1, 7-9, 27-28, 
44-47, 116- 
122, 130-135 


X 


W0 2001/02409 Al, (VERNALIS RESEARCH LIMITED) , 2001. 01. 11 
& AU 2000/55578 A & EP 1192164 Al & JP 2003-503504 A 


68-70, 72-75, 
89,91-93, 116 
-122, 130-135 


X 


JP 04-217685 A, ( fcT—JL— rcxrn:7 y $ =f-cc y^/Wv^-t ~7 
h) , 1992.08.07, #fFfS*<D^ffl, HJfi^J 
& EP 447891 Al & DE 4008726 A & CA 2038521 A 


68-70, 72-75 
89, 91-93, 116 
-122, 130-135 



KPCT/ISA/2 10 ®2^-^l§) (2004^1^) 



mmmm^- pct/jp2oos/oo26io 



mm8^msm (PCT 1 7!fe(2)(a)) ©i^tJ;!), iroB^^£#£tt&©gaKiJ:0»#©«6H©— (Bfcovvrff 

1. Ixl fi^tPtEB 1 2 3-1 2 9 He, r©B^3^S*sWS*"^*^i:SrSU*v^*»c«5'b©-r**. 

ft 3fccotEIS 123-129 tt, #WXtt^fcJ; S Afr^teitfrifeXt^Wf^ife-Cfc 

■So 



2. □»#©«BH {4, **tft*BBR»iaESri-5ri:*s-C#saS*-t?3fS<OS#Srj«fcLTV^ 



3 . □ W#0$Sffl 3EJKfflt *0«5ffl-efcoT P C TMIU6. 4(a) ©SB 2 ut&tfJB 3 jt©«*fc 



1. □ wRA^^5*ii»wa^swsf*^T^wrt^iWf!j-Lfc«>T?, rros^aE#^«, i--<-croiis°rii^ff* 
3. □ t±MA2s&®ftii;i!raSi!a&^ rrogams^tt, 



4. □ w«A*s^K*»^»i**^*Mmrtti^bft*»ofc©-Tr H rroBWRwaEW^wu «*«>«6fflo?*«»^iaiR 



□ li»PWWE**fc»<©ittft i #tc: mm A*» f>IW4tA^ofc„ 

□ ifi*0W3S*«fcW«>iWfti:*^aJSAd»e>ft«*fi:T*s**=»ofc. 



«SPCT/I S A/2 1 0 (JB 1 ^-^©aai (2)) (2 0 04^1^) 



